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[ 4# S4= i» |g IB ] 

R,-(C(0)-R,-R,-NH).-(C(0)-R,-NH).-R4 

R,ti> &.T ^ fs. m H)^ ^ mn ti ^ 




k K D ;i/ t* a T -5 ; 



^3) '^^2 0 0 0-5 1 1 8 9 3 

m;feJ;tKn«0~3OSgmT»D, dilT. m + n it 3 &.T T' $> ^ ; ^ V T 

H ; C,-C,T ; C, -C. h K D ^ -> T ;U ;P ; C, -C, k K D 4^ >^ -> d 

7 : t h* P ^ 7 I n ;. h H D ^ 5^ 7 X :n ;p ; b K a -> ^ > 

: c.-c.y 5 y t;p=^-;i/ : c. -c. t ;^ ;i. 7 5 yz^-cr )V^)v -z^-ic-o-r 
Ji'^jvy ^ yc, -c. 7 Ji- : c, -c, ^ k t ;i' ; je {c « l is ^« § # 
■r s yji'^;!/* ; L-s, :ic:-u. Lfi^l^aTSD. ^bTS«»^(cM-r-5.« 



o 




<^I) 



NH: ; C, -C, 7 ;U ^ ; C, -C. t K D 7 ^ ;i/ ; C. -C. t K D =^ -> V >^ n 

7 

4^ : h H D -> 7 X - : b K d ^ -> ^ 5^ ;i, ^ i ^ : b K d -> ^ > 
; c, -c, 7 5 y 7 : c, -c. 7 ;i/ ;p 7 5 y c, ~c, 7 ^ )i ; -:^-(c, -0-7 

^ ;i/ 7 5 / c, -c. 7 4^ ;i/ : c, -c. -i/ h 7 ^ ;i/ ; lEizmmL tzM^^ r 
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^ c, -c. T ^ ;i'S : c, -c. t ju-mi : c, -c. -> d t ^ ;p-nhz ; :7 x — 

NHZ ; -CH, -y jL - JU-mi : - :7 x :z ;i/-CHj -NHZ;L-S. X- . L & K) 

;i/-OR, ; :7 X — ;U-OR. ; -CH,-37 x — Jl-OK, ; * /t - :7 x — JI/-CH, -0R6. C ^1 T 

. R . ti. . Bi T s ^ » *^ ^ S $ n S : 




fc b . R , 70^* H U < tie, -Ce T ;i/ 4^ T S ^ « ^ H R. ;0^*NH2 , C, -C, T 

fe L < ^ 4^ V/ — T * -5 <i: ^ . R , CP I T fe CP I -C 1 T fe fcC >^ ; 

fctzV . R 4 H fe U < «C, -Cs T ;U T fc S «^ * fc Rs d^NHj b < «C, 
-C« T ^ ;i/ T .^ ^ « ^ . T CD jl 0 T $) ^ : 

(1) m+n*W-e*D. 7&^OR,*t4iy!j>feb<ti^>K — ;i,-e$, 
S t # . R , « CPI-C CPI-CIT fe ; 

(2) m+n7it2T»0. ;6^oW:*rcOR'*^>f>H — ;P"r&^<t^. R, 

CBIT t> CBI-CIT' t> CPI-^f t> CPI-CIT ; 
rctcV. R 4 *^ H fc U < fr^ C, -C. T ^ ^l/T a& ^ « , fit T CD ii 0 T -5 : 

(1) m+n*tiTfeO. ;&^::>R,*W>K-;UTfe^i:€'> R.ttCBI 
"I? CBI-CIT hU.^^; 



4**2 0 0 0-5 H'8 
(2) m+n*?2T»0, *^'3R3©'5%oi-:3*W>K-;irt>L<tt 
^>Vy^>-T:$,^t^. Ri ttCPIT t) CPI-CIT li, 

2. R.*t. i^^flgig^-^^^^,^ C-C. TJI. + ;P. C.-C. 7;Pir- ;i.. c 

2«k h-n;<7;i.h-;u«T-S^. « *^ i {c fS « « ft ^4^, . 

3 . R , *t . CH, . CH, CH, . CH = CH (h7>XfeL<H'>X) , Sfe tt-C= C-T & 

Bf*«2{Cffi«cDft^itfe. 
4. R.*t, M^-r>H-;i/, '^>y75>, e»'^>V'77>. 



5 . R . 7>t , » Sr b T , C, -C. t K D -> T ;P + . C, -C. t K D ^ -> ^7 D 7 

;i. . h H D 4^ -> 7 X - ;k h K d :f -> ^ ^ 7 X ;k * « t k p 4^ -> ^ > 
V ;P T * S . » * :^ 1 {CIH « 05 ft ^ . 

6. R.*t. a-itbT. C.-C. 75 y (^.-C.7)V^}V7^/C.-C,T)V^ 

~:^-(c.-c.)-T ;^:^;^T5 /c, -c. 7;p^;i.. * ttc, -c. ^ K t ^ 
^n«IE{c^&«L;-e^»s*r^7;^:^;^s•r*^.iS^^l^ciB«o^t^4^» 

R-CfeS, W^^lfcE^CDft^iK). 

9. R^dtZT*^, »^«llcE«oft^ifeo 

1 0. R.*t-C(0)-R,T^O. ^LTRs*^. C. -C. k \^ U ^ I. T )l ^ )l . C. -C. t 
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1 1. R4 *«-C(0)-R. T * D , ^LTR, C, -C, 7 S. y T )V ^ . C, -C. T )U ^ 

)\^ 7 S. y C, -C, 7 )U )\y , i^-U, -C) -7 )l 7 S. y C, -, 7 JU Jl' , * J; O^C, -C 

• ■fu-f \^ 7 )i ^ Jif)^ <=> ^ m*^ i mn^ tL/s> , m^m 1 izmm.(oit-^ni!i, 

12. R.*«, O) -T 5 y 7 ^ , a>-7 }U }17 S. y 7 Jl' )l . U)-i?7}V^)V 
7 S. y 7 )V^}V. "is. laM 0) - ^ \^ ^ Y 7 )V ^ }V -Q & ^ , «*«1 l»Cffi«<Dfl:'& 

1 3 . R 4 -C (0) -R, T * 0 , ^ L T R , , T 5 X A » . if7±'J~'^L,^ 

. ^2iH. lg3iRt>L.<tt^4iRT>^:^'i7Am, x;U3}^:r>:72^a, Sfcttst^X 

5j> - e? A a S" S *? tl « iE'fC-#"« b S 81 » S:-#--r^« 7 )V S T?^ 

* . « * « 1 ic.E tt O ft ^ #1 . 

13{C|E«0{t^«!l, 

15. R , (0) R. T * 0 , R 5 TiU-S-^ $>0. ^LTStJ^, ^-if)Vi;u-\iii^ 

1 6. R , *<-C(0)-R, T * D , -tL-TRs^i, C, -C, T ;P ^ ;U -NHZ, C, -C. v- D T 
Jl/4^;|/-NHZ. 73:— JP-NHZ, -CH, - :7 x n ;i/ -NHZ , 43 J: rX-:7 X ;i/-CH, -NHZ*^ 

17. WENHZS *^R. ® * fC * S , fil*3S16{C|B«®<t^i»l. 

18. R 4 5jt-C(0)-R. T * D . -^-LTR,**, C, -C, T Jl/ ;i/ -OR, , C, -C, D T 

;u 4^ ji'-OR. , :7x-;i/-0R., -ch, -:7 x n ju-or, , 43 i t/c-:? x - ;u -ch, -or, 56^ f> 

1 9. -or. SlfeSj5^Rs©5|cSa^lgM^±{C*S, »*«1 S \Z^WL(Oit-^m, 

2 0. m 1 T * 0 : R , . H ^ ffi «S ^ , CH, , CH, CH, . CH = CH ( h 7 > X b 

< « -> X ) , ^ fc « -C = C-;0^ e> fj: -5 ^ 6 S $ n : ^ b T R , d« , -f > H — ;i/ 

ns, iil*^ltcfB«®'ft^«5. 

2 1 . R , *«-C(0)-R, T * 0 > -5- b T R . > C, -C, h F P -> T , C, -C, h 

K 0.4^ i> i7 □ T ^l' ^ ;i/ . t H p ^ -> :7 I - ;i/ . b H p -> ^ 5^ ^l' 7 x , *j 
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j^nh a ^ -> -<> >f ju ^ /Si ^ mt^ ^ n ^ . m^m2 o fcfE^oft^^, 



2 2. R,*t-C(0)-R.Tfe 0 . ^LTR.dt, C, -C. r ;P -NHZ. C. -C. T ;U ;|, 

-NHz. c,-c,z^ i7 ay )v^}i-mz, 7x-;i.-nhz. -ch, -7 x n ;i,-nhz, 



2 4. R.>5t-C(0)-R.T& 0 , ^-LTR.;**. C, -C. T 4^ -OR. . C, -C. p T 
Jl'=^^;p-OR. , 7x:n;i.-0R. . -CH, - x - -OR. . *5 J; x - ;i.-CH. -or. & 

2 5. -OK,Sm&AiR,(D^^^f^m^±iZ&?>, 2 4 tcfa«CDft^!|&. 

2 6 . R , , iJt T *i & & S » *i S ji J? S tl : 

CH, 

N- 
U 





CPX 



R-*^*-C(0)-R, 0 , ^ UT RsTji, C, -C. h H D 7 ;^ ;^ , c. -C. t: H □ 

4^ -> i7 p T ^ , t K p ^ -> 7 x - . h K p -> ^ 5- 7 x - . t H p 
-> > . c,-c, 7;i.c^^;p-NHz, c, -c. t ;i. ^ ;p-nhz. c, -c, -> ^ a t )U )i- 

NHZ, 7x:r;P-NHZ, -CH, -7 xr:;i.-NHZ, -7 x ;i,-CH, -NHZ, C, -C, 7 Jl ^ Jl -0 

R. . c, -c, -> ^ p t;i.^;i^-or. , ^x-;i.-or. , -ca, -y x. - ju-or, , ^j:xj:-y 

2 7. 1 Tfe 0 , ^LTR,*t, C. -C. T ;i' ^ ;|. . C, -C. T - ;|, , C, -C. 7 

eS^$n^2ffitKD;d;Pt*;i.«TS^. »^«2 6{C|B«Oft^«5. 

2 8. R . *^ . C, -C. h K P =1^ -> T , C, -C. t H n 4^ -> p 7 c^i , t 

H p -> 7 X ;u . k K n ^ i> ^ 5^ ;> 7 X ^ ;i. . S t H p 4^ -> /nc> -c * 
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2 9. Rif)^. C, -C. T 4^ Jl^-NHZ. -C, {7 a Y )U ^ )l -mi . >^x— ;|/-NHZ. - 

3 0. R,d«, c, -c, T ;p ^ ;i/-OR. . c, -c. '> i7 D T ;u ^ ;i/-ORe > :7x-;i/-or6. - 
CH, -:7 jc r:;i/-OR. , s tt-:7 31 - ;i/-CH, -OR. T * ^ . © 2 7 {ciH« © ft 

3 1. R,*^*. £tT*^^;fe^P*^^]lS?Sn: 




R 4 -C (0) -K.-V & 0 ; U T 

R 5 *^ . C, -C, k K D ^ T ^ ;u . C, -C, b K D ^ i7 n T ;l' ^ ;p > t F □ 
* :7.a: — ;u . fc: H D ^ :7 X , t H a S/- ^ > . c, -c. T ;i/ ^ 

;i/-NHZ. c, -Ce '> i7 p T ;i/ ^ ;i'-NHZ. :7x-;^-nhz, -ch, -:7 x :r ;1/-nhz. -:7 x 
— ;p-CH2-NHZ, c, -Ce 7 ^ ;u-OR. . c, -Cs >- p t ^ ;^-or6 > :7 x :::: ;1/-0Ri . 

-CH, - X — ;l/ -OR, , *5<tC/-:7xn;^ -CH, -ORe f)^ ^ U ^ mt)^ & MVi^ ti ^ . 
3B 1 12 « (^) ft ^ 4^ o 

3 2. m y^i-J 1 T 0 , ^ b T R: . C , -Ce T ;p ^ ;i/ . C, -Ce T ^ :^ ;i/ . C, -C, T 

6S«$n^2fiiitKD;<7;i^e;i/aT»^. if*3S3 iJciE«o{t^^o 

3 3. R 5 , C, -C. t H D ^ -> T ;u ^ ;p . C, -C, t: K D i7 D T ^ ;i/ . b 

K n V :7 X ^ > b F n 4^ 5^ ^ 5^ 7 x - ;i/ . ^ b F □ 4^ v ^ > 5^ ;i/ TT * 
^,.M^«32tc|EttcD{t^«^o 

3 4. Rg*^, c, -Cs T ;u =^ ;l'-NHZ. C, -Cs T ^ ;i/-NHZ, C, -Cs i>,i7 D T ;i/ ^ ;i/-N 
HZ. :7x — ;i/-NHZ, -CH2 - >^ X n ;i/-NHZ. ^ ti-:7 X - ;i/-CH2 -NHZ-e & ^ . ffi^ 
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3 5. R,75?, C,-C,T JU^ )l-OR, . C, -C, i7 a 7 JU =^ )U -OK, . yx.-Jl-OR,^ - 
CH, -7 X ^;l/-OR. . Sfc X :r;i.-CH, -OR. , 2 7 tC|S«CDYk^ 

3 6. JJ(T05i<iDft'&#l: 

R , - (C (O) - R , - R , - NH). - (C (O) - R, - N H). - R , 
d T : 




OH O 
CPI-Cl cpi 



( 10 ) 
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R , tt , - U > * - -tfi «: -C a& 0 : 
n*i2T:a&'5Jli^, R.CDW J&i -f > K - ;i' T afe -5 *3 It T f4 75: V» . 



3 7. R , . 



( 11 ) 



;2 000-511393 



ClCH. 




N — 




CPZ 

■^?i&'5.»^]H36{ciH«CDYt^;|*,, 

3 8. rndtlT^r,, ^LTR.*t, C. -C. T ^ ;K C. -C. T ^ ;k C, -C. T 

3 9. UEU>;*;-*t, C (0) - (CH. ) . -S-S- (CH, ) , -C (0) -T * 0 . L T x *5 J: 
y *i 1 ~ 4 Oig^TSS, 3 8 {CiE«Oft-&4S,. 

4 0 . Kff5^«.*t:Ey D-:>-;PM^TSS. m^m 3 6 (c E « © ft ^ , 

4 1. WiH^**t»s^s&^oa«,cit-rsfe®T*s, «*«3 6 {c.ia«oft^ 

42. MiEM«;&tH?gll«T*^. »*«3 6 ffi « o ft ^K? o 



R I - (C (O) - R, - R3 - N H). - (C (O) - R, N H)o 
CI d T : 

» — 



- R4 





ClCH: 



Cl^OOC 




ClCH: 



CHjOOC, 



OR. 
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t H □ ;U h' Jl' S <b -5 : 

H : C, -C. T )V ; C, -C, b H a =^ -> T ;U + ; C, -C, t K D + -> i7 D 

T~)V ¥)V ; t H D # -> -7 X r: "t 'H a -> ^ ^ }V y 3^ )V ; t K D z>'^ > 'J . 
JU : C, -C. T 5 / T + ;i/ ; C, -Z,T jit / C, -C, T Ji'^ )V ; v?-(C, -C, )-7 

;u ^ 7 5 y c, -c. 7 ;u =^r ;p : c, -c, k 7 ;u : jE ic ffif m u ;t « ift s ^ ^fi- 

r S 7 Jl/ : S «C(0)R. T & D . ^ICl-C. R, «3a3i U XiJtTT a& « : 

NH, ; C, -C,T )U ^ JU ; C, -C, t \i n ^ 7 JV ^ )V ; C, -C, t F □ v' -> D 
7 ;i/ ^ : t H a 4^ 7 i ; t K p + -> 5^ 7 x ; t K a > v 

Jl/ ; C, -C. 7 5 y 7 ^ ;i/ ; C, -C, T ^ Jl- T 5. J C, -C. T )V ^ ))/ : J?-(C, -C. )-7 

;i' ^ ;u 7 5 y c, -c. 7 + ;i/ ; c, -c. -ir h 7 ;i' . ^ a ie (c ^«f « b e «i 

aS:#T-5C,-C. 7;i'^Jl'«:^bT 




( 13 ) 
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;0OH 
Q-Oi r-OH 




QOSB- 





, C-C. 7 ^jzZf:t)Vh-. ^ ^S' - 1> b< « z'? 9 ^ L ^ # ®? S ^ 

o 

4 5. R . )0i . CH. , CH, CH, . CH=CH ( h 7 > X ^ L < it -> X ) , «-c= C-T 

»*«4 4JC|B«C5ft^«!). 
46. R,dJ. -i->K_;p, a^'r>K-;P. ^>y7^^, «M'^>V77> 

h.J7y-;K fcf^y-;^ 77>. 



4 7. R , , $6 3i L T , C, -C. t K D 4^ -> T ;p ^ ;^ , C. -C. t K D -> -> p T 
4 8. R , ;5t . IS 35: L, T , C. -C. T 5 y T ;k c. -c. T ^ ;u 7 5 y c, -C. T 

-^-(c. -c.)-7;i.:^^;P7 5 y c,-c. t;i.^;k ^ ttc. -c. ^/ k t ;^ 
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49. R,*t. T ^ Am. ^T^V^^ h.^. % 2 Wl . ^3jRt>L<«^ 

5 0. iy.T<7)jtco{l:^#l: 




CBZ-Cl 
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t H P * ;p k* S T ab ^ : 

m;feJ:yCn«0~3CDSS:T*-5 : 

75: L . R 3 © 5 © 1 :3 ^' fcf D - t, L < « 5 r y - ;p * S « ^ , r, « 
cpi-r cpi-ciT t) v> . 

5 1. R . *t , m T fiffi ^ ^ T J& « , i , C, -C. T ;i/ ^ , c, -C. 7 ;i. - ;i, 

, c, -c. 7 - :fe J: h-. ^ ^S'-'b L < ^-iig^ b ^ 

^ S » *^ & M $ n S 2 ffl t K n * ;i. h- S -c ^ , w * « 5 o (CE S o ft 

o 

5 2. R,*t, CH. . CH.CH,, CH = CH ( h 7 > X t> U < -> X ) , *fc«-C=C-T 

*s> iiif*«5itclE«ofl:^«j, 

5 3. R,;&s. @«l-f>H-;|.. -<>y75>, Mi^'^>l/.77> 
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5 4. m.m<^mm<Dmm^unr ^ism-r^h^x . w^«©»*«itcfa«®ft 

o 

5 5. mm(Dmmmifr^mm^mmr^i;mT'$>-:3r. W5a»©»*3iifcfHtt 

5 6 . ^-f > k T # ^ ® DNAIH JIJ i£ 7 ;V =^ ;!/ "T S :^ ffi^-fe T , * S5?| « O If 
5 7. a:R.-(C(0)-R,-R,-NH).-(C(0)-.R,-NH).-R,©ft^i!& 

-sxe : 

H0-(C(0)-R,-R,-NH).-(C(0)-R,-NH).-R4 
^ ZiX : 

R4tt.i|!fi5ibT£iT?a6S: 

H ; C, -Ct T Jl ^ }l' ; C, -C. t K P ^ -> 7 ^ ; C, -C, b H p 4^ -> -> ^ P T ;i/ 
JU : t H P 4^ :7 X ;i/ ; h K p ^ -> 5^ >>U 7 x — : t K p =f > ;W : C, 
-C. 7 5 y T ;i' ; C. -C, 7 )l ^ JU 7 S. y C, -C, 7 )V^JV ; i?-(C, -C. )-7 ^ ;p 

7 5 y c, -c, 7 ;i/ ^ : c, -c, -f K 7 ;i' ^ : IE # « L H ^ s ^ r S 7 

;i/4^;i/»:i>c«c(0)RsTr*D. Riii3fii:L.TiJiTTfe^: 



^ ^ 'Nf«2 0 0 0-5 1 rs 9 3 

NH, : C, -C. r)V^)l;Z, -C. k K □ ^ T ^ ;P ; C, -C. t h' D 4^ -> /7 d 

7)V^)V: t HD.t^^7x^;p : t K p ^ -> >^ 5- ;|, 7 a. - ;p ; t K d 4^ ^ > 
: C.-C.7 5 y : c,-c,7 )vt ^ / c,-c,t )V ; i^-{c,-c.)-T 

■r«c,-c. 7';i.:^^;i.S : c. -c. 7 ^ -or. ; c, -c. -> ^ □t;i. + ;p-or. ; 7xx 
Jl'-OR, : -CH. -;i.-0R6 : * ;t x - ;i.-ch, -or, . ;i t : 
R . . fit T *^ S S S g J? $ tl S : 






COHH- 




CONH- 




COOH 

<^^--\.,.^ roH 



9 
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CICH: 



CH 




CICH; 



N — 



OH 
CPZ-Cl 




N 




fc i^: b , R4 H fe L < ttC, -C. T Jl^ + ;Ptf * S «^ * tt R, «tNH, C, -C. T 
JU^JU. h V < itC, -C, 7 S. / T )U )VC $> it m . R , «) ^ t 0 1 ^ j&i e D — ;i/ 
'bb<tt-r5^^i/ — ;UT?absa:#, R,«CPi-ciT?«;^ti : 

tzfzV. R , 75^ H b < «C, -C. T ;U + ;i/ T -5 « ^ ^ R. *^NH' t) b < «C, 

-C,7 )W $> . iUTOffiOTfe-S : 

(1) m+n*«lTfeO, *^OR,3&«^y"J>feb<«-f>H — ;i/T» 
« t # , R , «CPI-Cl-r ;^ ; 

(2) m+ni6i2-efeO. 7&^r3M:^ORi*W>h*-;i^Tab-5<»:#, R, 
tt, CBI-CIT t) CPI-CIT? : 

rzf£L. R4 35<Hfeb<HC,-C. 7;i/=1r;i/T*««^> JJITOj1DT*-5 : 

(1) m+nj&^lTibO, 75^0R,j5W>F-;i'T*'5<h#» R,ttCBI-g 
T : 

(2) m+n*«2T*0, 75^0R3©-5S©10*W>H — ;i''bb.<tt'<? 
> V 7 7 > T * -5) i ^ . R , CP I -C I T : 
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(c) s^izfc^cT. IS (b) (o^m^^mmt^it^^i±^j:m;^j:u 

5 9. m^i^\zs:^ujmf3iMmit<Dmmm t. f^m^t^m<Dm^m i s tzmmo 

6 0. m^mizSi^sjmf^mmikiDmmmt, mm^m&(Dm^m 4 3 izmmo 
-^^^ it it ^(D mm ffjiz Si ^ «s m h ^^ts , mmff}m.^i^. 
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* 5! 58 « . St M «.»J 45 cfc tXDNAS Si ^ »J <h U T ffl ^ Sr « <^DNAT ;i/ »J *5 

CC-1 065 (H1) 1981^ Streptomyces ze 1 ens i S7&^ . « ?a Up j ohn Com 

pany(Hanka&. J. Antibiot. ( 1 978) 3 1:1 2 1 1 ; Martini. J. Antibiot. (198 
0 ) 3 3 : 9 0 2; Mar t i . - J . A n t i b 1 o t . ( 1 9 81 ) 3 4 r 1 H n iz J: ^ X-M M $ tX : ^ b 

■r ^ d t *^*attl S nfc (Li e» . cancer Res. ( 1 982) 42 : 99 9 ; Ma r t i n ( 1 9 8 1) ) o C 
C-1 065tt, T — a«B-DNAtC ( E 5 * -d (A/GNTTA) -3 ' *5 <t 5' -d (AAAAA) -3 

'\Zltf/uX) j^-g- b (Swensone* , Cancer Res. ( 1 982) 42 : 2 82 1 ) , ^ V X ^ ^ 
\Z ^ tE^ ^ ^ (DC? Itc^m&lZ ^ ^ X T ^ - >(DH3^ ^ T JV ^ Jlit-r ^ (Uur ley 
Science ( 1 984) 226:843)o ^ CD 9fi :^ T J£ 16 ?S ta ffl « S 14 *^ to & T . C 

c-io65tt, \ihiz^\.^xmm^nnu\^^o saif^ss. ^n\:immm^\z:k\^^xm 

^<COCC-1065y:^Di?^:^t^fi£^nTVi^o ZLtl^O^^gCT-raifiDl^^K^i!)^ 
U-73975 (H 1 , T H if > (adozelesin), Aristof, Adv. Med. Chem. (1 
993) 2: 67); U- 7 7 7 79 ( tf >^ > (b i z e 1 e s 1 n) , Ar i s t o f f ( 1 9 9 3) ) ; U-8O244 (0 1 
, :^ — if 1/ v > (carzelesin), Aristoff, (1 993)); KW-21 89 (OgasawaraS , Jpn 
. J. Cancer Res. ( 1 994) 85:4 1 8); YW-052, YW-053, (^ 1 . Wang*5 cfc O^Lown, 
Book of Abstracts-209th Amer. Chem. Soc. National Mee t i ng (1 995) ) ; CBI-CDP 
I, *5 ck OJCBI-CDPh (Boger*5 ci; Johnson, Proc. Natl. Acad. Sci. U.S.A. (19 
95) 92:3642)T»So U-73975, U-77779. *$ ct U-80244tt , ^1^ H *5 T Kg 
*t4®^ ^ * *9 (Aristof f, 1 993), ^ L T KW 2189t^. B * tC *5 T Iffi IS 4« 

& ^ (Ni i t ani e> , Proceeding. Amer. Asso. Cancer Res. (1 995) 243)o 

^ y i7 a — :^ Jlifli^^^^i^ . DCl (MS. Chari, R. V. J.^. Cancer Res.,. (1 
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995) 55:4079) *t « jg « ^ $ n T S . 

S'JCD 7 X © Mia ® <t^#, (C , h D Xnetropsin) (Julia, M. S , Aca 
d. Sci. (1 963) 257 : 1 1 1 5)*5 j;0:i;XiS'T< v>(distamycin)(Arcainone, F.M. S 
, Gazz. Chim. Ital. (1967) 97: 1097)** ^ ^ ti * , ^ tl S 09 « it « , El 2 IC ^ $ 

ns, M:*©ft^i^*t, iE{c?af®bTV»5, cine.©fi:-&i^«, -5-ti^®lSte!^ 

-5FCE2451 7 (0 2 . Arcanone. F.M;S. J. Med. Chem. ( 1 989) 32 : 774) ifi 
m^-^tlfz. FCE245 1 7tt. ^ A » Bl :f- -f h D i > V X - H ;fe J; U: ^ U o 

-r«^<!:*t^MT*s. DNA<£iis?wic8iaf ssiaiii?pj*ti«-r s c t 



R. - (C (0)-R,-R,-NH).-(C (O) 



- R . - N H ). - R , 



Ri«, T s fsi ^ m ^ ti ^ : 




o 



OH 



CVX->C1 



CSX 
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t H D * e ;u S -c * s : 

H : C, -C. -7)1^)1 ; C, -C. t h* D -> T ;i' * ; C, -C. h K D -> a 

;|/ ; C, -C, 7 5 y 7 )V ; C, -C, T ^ 7 S. y C, -C, 7 )l ; - (C, -C, ) -T 

;i/ + ;u T 5 y c, -c, T ;i/ 4^ ;u : c, -c, -i? ^ y 7 )V ^ )i' : iE ic ^^p « L ;t « a $ ^ 
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. a I ® « it T ^ D , 




(^I) 



(SCII) : 

* -5 l^i «C(0)R5-tra& D . C r T , R , i± n ^L L T &,T -C $> ^ : 

NH. ; c, -c. t;i^j\. ; c, -c. t K D ^ -> 7 Jl. : c, -c. k ]i a^z^'>i7 a 
T • \^ Y u^'^y :cz:.)V : t H □ -> ^ ^ oc - ;U ; h K n -> ^ > 

; c, -c. T 5 y ; c, -c. t;p^;i.t 5 /c, -c. t;i.^;i. ; >7-(c, -0-7 

;u ^ ;u 7 5 y c, -c. T ;u =^ ; c. -c. ^ K t ;p + ;p : jE tc # « b ;t g ^ ^ S: # 
r ^c, -c. T;i.=lr;i.« ; c. -c. 7;i.4^;i.-NHZ ; c. -c. -> i7 D t;i.^;i.-nhz ; y i - 

JP-NHZ : -CH,-7xn;i.-NHZ: -7acX;i.-CH,-NHZ; L-S, d d T , L « M « T 
^0, ^l-TSttSS^C^^5SHTa&«;C, -C. T ;^ -OR. : C, -C. xi7 D T 
JP^^ilz-OR. : -;i.-OR. ; -CH,-7 x^;i.-OR. : x - -CH, -or. , n 



( 24 ) 



4*^2 000-511893 





lAC 



CC3NH- 




-OK 



CONH- 




ItltX^. R , H t) L < ttC, -C, 7 ;UT * S «^ * R, *<NH, , C. -C. T 
)V^)V. t> b < ttC,.-C, T 5 y TJl'^^^l'Tfe R,<D5-^01-r3£l±*«fcrD 

R 4 5JS H t> b < « C, -C. 7 + ;i/ T * -5 « ^ ^ « R « 75* NH, U < C, -C, T ;l/ ^ 

(1) m+n*«lT3&D. *^oR,35<:^^y'J>%)b<tt-1'>K-;i'-^* 
S t ^ » R , fiCPIT CPI-Cll? ; 

(2) m+nj5*2-C*»3. *^C»M:^C0R.*W>H-;PTa&St#, R, 
«, CBIT CBI-CIT *> CPI7? %> CPI-CIT t) ; 

fttzV . R,35«H%b<«C,-C. TJ>^;UT?a&-5«^. J^ATC9MD-^a&-5: 

(1) in+n*«l-r*0, *^OR,7JW>H — ;i'TJ&-i><i:^, R,«CBI 
T t) CBI-C17? t> ;^ l» ; 

(2) m+n3&i2-eafeO, *^OR,©-5%01-PjJ<-r>K — ;i'feb<« 
> 1/ 7 5 > T * -5 t # , R, « CPIT =b CPI-CIT I'i . 



^25) 0 0 0-5 1 1-8 9 3 

;Mt* J:aCDNAOSaiCWfflT-c& 0 , :in fc J; D . DNA® *l W . » jS *5 J: OC ^ g| © 

^ «i * -r •& . 

mm <ois m^mm 

aitt. CC-1065, TK-fe- YW-052, YW-053. U- 
80244, CBI-CDPI,,.CBI-CDPI., KW-2189*J:aCU 

- 7 7 7 7 9 (omm^m-r, 

02 tt, ;^hD:/>>, -^^i^^'ri>>*5J:I^FCE245 1 7 CD«ift^5^t- 

o 

H 4 « . ^ ° X > V X iS' - K n - K *3 J; H ^ y f -> > /3 - ^ 

07 fi, *MaB#TS&$ns*^5go!)CC-l 0 6 57:^Dy;feJ:Ut^t^5 

08 tt, CC- 1 065T±a^:^^U:in^<Dya]^y^yif03't^<Dm^^ 

0 9 *lg|S(Dft^4*»0^ >h- H D{C;fettSU 9 3 7 SBllgC»-r:5 I C.ffi 
* ^ . 

01 0«. ■iiyTAra}^^y^YV/-2 8 SCD^^OggS^^f. 

* :fe J: C^*g BB ^ K 18 *J J; rXjt « t- .5 J6 (c izfi s n S „ 

rb KD;f,;i,t';i.j zKl^ *5 J: © 5n ^ # < ^ 3ff ® J: D 75: S^fr SIS 
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*D -a- s * L » ^ . 

mm )V\ «, l~2 0fflcDM^Ig^<f:0Ja:SiJ-te*fcttit«©#8SSC 

, z.<Dmm<Dmtvx\t.^e)\z. )v , x.^)v . n - zfu . ^ v zf n if ju 
mm rru^rxjn i>;a;<tt)iooMig-^ifeHfiie^*^*., it®. 

ffi li r T ij - J « , # — CD a ( A « , 7 31 n ;i/ ) S ^ « aS ^ S ( 

. t D "J ;i/ . tr u ;p {m7i\t. 4 - tf u , 3 - tr u ;v , 2 - tr u ) 
. fcf 'J 5^ X X ;p . -r > H y . y u ;i' ( «»i a « , 2 - y u , 3 - ^ y 0 
^ t* ) . < 5 y V u ;p , -f y y >j ;p , tr 7 y u ;p . tf 7 3: . e u 5 :n ;i/ 

tiTU—JVmiiVXit, 2-7 U;p, 3-7U;P*fc«'<>y7^z:;i'T^&-g); 

; mm ts. m ^ 7- u m ^ ^ a 7 *j - )i m V X \i . 75-tfx;p, :t + -9-.-yu 
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'ry^-tfyu;^ ^ 7 y u J: ^ ^ y 5^ t - * ^ . s^c, z<Dmm 
mm r-i; Kj - NH - c (o) -NH,ass*t--5. 

0~20ffl©^^, «fSL<ttO~8<@©^«, J:DJifS 
L<«. 0~3fl©^*, *5j;lX/Sfc«0~10®O's^DiS^ (NH, O, 

ra>B^»T;i.c^;H ti,^z>^mit. S ^ » 7 ;p ^ m o S fifcSi 

U937ajfa«SBIia*5=fcyCBl 6MfellSHJgJc*f LT-f > tf h n t *J r 
#ftB<i;f5:trill5»®14S:fl--r-5 (^1-2) 
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ICc„ (nM) 






100 




YW-161 


5 




YW-198 


0.2 




YW-200 


0.01 




YW-201 


0.07 




YW.202 


0.2 




YW-210 


0.3 




YW-212 


0.05 




YW-213 


0.2 




yw-214 


0.6 




YW-215 


0.09 




YW-216 


0.09 




YW-222 


0.5 




YW-2ai 


0.6 




YW-235 


0.7 




YW-242 


0.09 




YW-247 


1.4 




YW-249 


0.55 




YW-254 


0.1 




YW-258 


0.08 




YW-259 


0.09 




1 YW-284 


9 




1 YW-285 


0.9 




D YW-286 


5.5 












IC«(iiM) 






780 




YW-200 


7.2 




YW-231 


4.0 




1 YW-242 


11.0 





Z. n iE> <D it ^ it . 3zm<D ^l$:m C C - 1 0 6 5®liS^WJifi6ffl«r*JK 
l^X^fzmmW.CO^}S,m^^lyT\>^^\^, ffi©CC- 1 0 6 5T:^ni/. U-73 
9 7 5, U-7 7 7 7.9 , U-80244*5ctr/KW2189tt, iiJt5E€:§l# 
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CC - 1 0 6 5 -nsoff H,Wt^*^«. 

. CC- 1 0 6 5 «AT^lr;^^(rich)DNAE^J,C^^T^. 6 S CD ff L V. ft 
^#,«AT*«;iDNAB5^J,C:^^r^-*T, C G S »i ii ^ A T * J: tX C G 
«>DNAiB^J;^t-<^>, <a®DNAffi^J{cfelS^t-S. ^6 o T . C tl ^ CD ft ^ 4^, « 
DNA fclS^ UaSStt L#5. 

*igiBo{t-&#>©-«asc«^-fc5jg^-^^^^ 

R.- (C (O)-R.-R.-NH).- (C (0) -R,-NH).-R, 





H : C , ~ C . T ;i/ ^ ;P ; C , ~ C . b H □ ^ -> T ;i/ 4^ ;i/ ; C , ~ C . t K D ^ -> 



^ ^ #^2 0 0 0-5 1 1 8 9 3 



i^- (C,~C.) - yJi^^JlTS./C'-C.TJl^Jl'; C-^COU^l^TJU^ 



— C»(CH2)4 





I) 

-'1^ : - ( c . ~ c . ) - 7 ;p 4^ ;^ T 5 y c . ~ c . T =1- ;p : c . ~ c . ^ I. ^ 



^I'-NHZ ; C , ^ C , i/ a T JU ^ )U - N H Z : ^xnjU-NHZ ; - CH,- 
7x-;i.-NHZ ; -7xri;i,-CH, -NHZ ; L-S. inCTLttife-^S, 

sitmmomwi^ : c,~c.7;^=^^;^-oR.; c,~c.->i^DT;i.:^:;i,-oR. 

: 7x-;i.-oR. ; - CH. -7x-;i.-OR. : S - 7 x ^ - c h. - o 
R., CC:-c=R.t4£iTJ;0;S:«»*^SS*;$nS: 
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R,*^HSfcttC,~C,7';P^;i'T25St€^, '6)b<«R,*tNH,. C, 

— )l ^ fz \t 3. y V — )U X' $> ^ t ^ R, C P I * « C P I - C 1 T- ;f^C « 

: R,;&^HSfcttC,~C.7';i/ + ;PT*-2)<i:ir, feL<HR.7i«NH.Sfc«C,~ 

(1) m+n=l*5±tXR,*«:^^y'J>*fctt-1'>H-;i'.-t?*St^R,7jtCP 
I $ H C P I - C 1 T « 7i ; ^fo b < , 

(2) m+n = 2*J<kU:M:^®R,*t-1'>H — ;PTa&-5i#R,*iCB I * « 
CBI-Cl%)L<tiCPI^fcttCPI-ClT«J5:V»«^: 

R,*^Hife«C,~C,T;i'^;i^-Ci&-5<l:^. 

(1) m+n = l*3J:y:R,75ti'>H-;|/T?a&*t€R.*«CB I *fe«CB I 

- C 1 T : b < « . 

(2) m+n = 2*Jj;(:^R,® — :^*W>H — ;i/^fc«'^>y77>T*«t 
^R,*^CP I ^fzitCP I - C lTia«C^i«-&tC^S<, 

CHj, CH3CH2-. CHgCMjCHj-, CHaCHCCHa)-, CH3CH2CH2CH2-, 



(33) 0 0 0-5 1 1 8 9 3 

:f3i \^ 1^ a T JV ^ )\. m It &.T ^ ts Tii fSi ^ ^ ti fj. : 

-cHjOH, -CH2CH2OH, -caiaCHaCHaOH, -CH2CH (CH3) oh , - 

CH2CH2CH2CH2OH, -CH2CH (CH3) CHjOH, -CH2CH3CH(CH3) CH2OH, -CgHioOH, 
C6H4OH- CHjCgH^OH p 



-CH2NH2 , -CH2CH2NH2 , -CHaCHaCHaNHa » -^^CR (CB3 ) NHa , - 
CHjCHaCHaOiairaa , -cHaCH (CH3) cHaUHa » -CH2CH3CH (CH3) CHaNH? * " 

C6HioNH2,-CsH4llHa -CHaCgH^NHa • 



aF7«yi^gt^ (ADEPT. Bagshawe. Br. J. Cancer 1 989, 60 : 272) S « # 
«|6HtM«f^ffl (ADC, Jungheimfe J; UtShephed, Chem. Rev. 1 994, 94:1 553) ^ 

««ffl5teTifi8llg#l (free drug) M m <D mm^F M ^ 0 Wc m ^ tl ^ . 

* fife $ n ft -5 . 
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HSr^J^Ufc (Wang, S. M. e> . Cancer Res. 1 992, 52:4484) » ^ 2 CD HJg « 
^^JBrf* (cleave) (Jungheim, L. N. 6 , He t erocyc 1 es> 1 993, 35:339) . 

-v m m n m V ^^dfikT jv it m a . ^n^i^m^^tix^tztfimm 

an ^ <D ^ ti <D in ^ ^ m fz mvj <o m -v $> ^ , ^KDmmo y a ]i^yif\t. 
m-oiSi<D fij w-r s .= m 1 ic . «ej s t $ n ^ ^ #^ ^ a^-^fiM t -c* § . 

at lit ^ * Si w r s ( 0 5 <fc 6 ) . 

b-YW-242«S-&^t: * , t: h BT Bt «HepG2 jHB IS tC J* L T > t h D -ZT K » U . 0913 



«3. Mab- Ig^jije-^fli (mU) ©ICso 



HepG2 



YW-242 Mab-YW-242 H^Vtuf^ 



0.2 



0.5 




— JRIC, ll'St6'ttU>*— (b i f unc 1 1 ona 1 linker) 



< 35 ) 4^«2 0 0 0-5 1 1 8 9 3 

^Zftni¥tM\7 )l^)\.1tmt<Dm(D rYt^e<,T-™(chemical arm) j ^ :ft « 

)l^=¥Jl& (alkyl halide) t O ffl * ^ -fr, 5^ ;p ^> H * fiJt T S 5^ - ;p « 

tCSFS Ulife^^ tt, 1 ~20fiCDMs(l:feckl^ 0 -IDAHO'S 5^DM^ (NH. O. S 

(.m 2 ^Zfm 4 7 m) , ra^5.470. 843-^ (^U-Uffl) *JJ;CXH^5.4 
70, 932# IC iH« S n ^ . 



(36) <^^2 0 0 0 - 5 1 1 8 9 3 

-CHjOH, -CHaCHaO^^aCHaCHaOH, -CHaCHCCHa) OH, - 
CHaCHaOiaCRaOH, -CBaCH (CHg) CHaOR, - 

CH2CH3CH(CH3)CH20H,-C6HioOH,-CeP40H$,fl/' -CM2C5H4OH; ^^-^1/1 v-CHaKHa , 
-CHaCHaNHa , -CM2CH2CH2MH2 » -CHaCH ( CH3 ) KHa , -CH2Cai2CH2CH2HH2 , 
-CHaCH ( CH3 ) CH2NH2 , -CH2CH3CH (CH3 > CH2NH2 , -C6HioNH2 , -C5H4NH2 l^^' 

)V i7 a - 3^ - if ^ u 0 - ^ ^ -r - m n tiz m ^ X . cddnat Ji ^ )l 

y^^ — il<K)tzib(D{f)Vd'S.>m^ T )V 0 7. y r — if (O ft tb V > mm. ( 
U > Sf ) V -a-^ 13 3 if 'h i^--$r— -\f'(D 8& © a - :^f- v-?- K-=. X . h □ S tc S ai CD 
Ji) O h D ^ > V? ;i/ ;l/ /I? ^ -> — h (-C (0) OCH, C. Hs NO, ) :f3i a Tb^ $> ^ , 

:fe±tJt-f>tf3p^BS»S'tt*«. C nd«iE U ^1 <t * AM L T « . * ^ £D ft -& 
DNA® T ^U^^ ;Kt . ©Ht, 1fttU;feJ:tKmi8UcWfflT*5. 

(ommii.^mrc-rmm(D — »nzmtt>^nrcts:^mm<o3^<o&^<Dmm-x!fft>n 

S!»J^f*:(CSt?ViT*«)0.01««3g (Xw) ~i^9 9.9!l!w©||it^, * <t iS«J 0. 0 1 Xw~ #«I 

99. 9Xw® K J^^iJ T ^ « b -5 , SfSU<«, iK)10!Kw~««j7 0XW© jgST# 

ft T -5 . 

a D |!«I0. 04 m g ~50mgT? 0.08m g~10/ig®teH®J:Oi!>;^Viffl»!i«*f 



^ '7 ^ 0 0 0-5 1 1 8 9 3 

SLL^. ?ieoT. 70kg®t NCg:#t-S«^. ffl "ffltt. 1 Bi^^28Mg~3.5g 

t^s. '^<^-i^v fimm^j:umm<tit,+^izmmm(D$&mmi^&?> (Fiemin 

ge>. J. Nat. Cancer Institute. 1 994. 86G(5): 368) . 

i^^ ^m^^fzumi^i^mmm ^g^ij. jt^^j, «»5^. 

JliSJK. xtd>/;k t afe o T , »SL<«, IE « ffi S * fB 

0 * L < 3 ~ 8 OpH. «fe*f S L < «ifS<j,6 ~ 8 CDpHT. ««ttT^S 

3i«;S:*j^J^ ^ U T t 5^>y>. ^jia-x. ^ )U . if a ~ x . 

. «Yt:f-hU9A. $£«ll!Jiig?L. U -fe D - . y n if ^ > .j n - ;p , . x 
^5' f***^, li®jg«75:3l»J:^^^ u T*5 J:OC-^©SS>J«. E. W. Martin 

iC J; ^REMINGTON- S PHARMACEUTICAL SCIENCES (1 985){C ffi « ^ tl S , 



«( 38 ) #^2 0 0 0-5 1 1 8 9 3 

mo. 01«»/"? — -ir>h (%w)~*«j99. 9 9%w:iSJ:Z^m.mMmo. 01 
%w~9 9. 9 9 %\v(Dm.miZt)fz-oXm.<tlyn^> »Sb<«, M:^^, 

m\zm^u<t-^m<Dm 3 . 5~6 om«?stb, mr) ^mw^fSiM^mmmm t-r 
s . 

^#Anm(acid addition salts)». MWt . I^^MmWt. mWt (mtkm.^ J^Zf 

:^'J:3-;USS. lf;i/tf>S?. i^a-i^SE. U>^SE. •7D>®E, 
v^-f>Sf. SS®!, i^x>BI, ^S«gE. y-ftm, v>x;i/K, 

:^a#JDi^(base addition salts) *gSYt:^h'J'^A. 7lcffi?ft:*7U'i7A, 

T 5 > , X ^ T 5 > . h u ^ ^ ;i' T 5 > , h u x 5^ ;i/ 7 5 > . t; u > . -> 

2|sMilfflSJc*sViTffiffl$ns. i*¥L»i»©3tetft(condition)*5j;y;/S;ttt3^ 
ffiO r M g (t reatment) J r B ( t rea t i ng) J t ffi S « , 

(i) ffi^^t ^ ;t ^^0. ^- ©J^ffi ® a& 6. 10 -5 BSfK® {^(syinptoiD 

HiK-r d <!: . 

(i i) mm^^ftUm.m.^m.mt ^ . ffitRIS<^CD%ie(development) 



(ill) ffitt * ttS^Si * igfP -r -5 , OSO. HS*^^ * ilff (regression) 
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b , 

^«S35r»J!6SR, L . ^ © » . R , « * # S ;i t fc J: ^ T ^ tl 5 . R 

t L-ci^m % ^ , m^f3i=L-y h (Dmiz:hif ^ ti y :/ u 

^->*< 5 \'m^tiyrv>if^{^i:mr,^xm^-^ti^. ^mmmiz^i^^xm^-r 

^ feqj^no $ g.;fe^«gatt, ProtectiveGroups in Organic Synthesis . 2nd 
ed. (John Wiley and Sons, Inc., New York, NY, 1 9 9 1 ) *5 U T ^ tl » S . 

M^^^'^fSLm^^m7:^^zj^m8iz^-r, 
^mmmizmm<Dit^m:^^zf^m¥i<Dmm^^z}^mm\t. e^stc^sux, m 
aa, .ttffl. fesrt. * ^ D V h if 7 7 4j-«fi6ijE«^^ D T h 

^^m^m(DM:i^6^:/3:mmit,&,r(Dmmm=&^mr^:it\zj:r)^^tLn^. 

*»gg©ft^fe^PlSt-r^|gJCi£ffl$ tt^ai%#j«*5j:0CMai«. Aldrich Ch 



emical Co. © J: 5 « H W #t «& # *^ S A ¥ «B T * S . a& S U « . rpi 



eser a 
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nd Fieser's Reagents for Organic Synthesisj , Volumes 1-15, John Wiley a 
nd Sons, 1991; TRodd's chemistry of Carbon Compoundsj , Volumes 1-5 and 
SupD 1 emen t a 1 s. Elsevier Science Publishers, 1 989; TOrganic Reactionsj , 
Volumes 1-40, John Wiley and Sons, 1991 and T Compr ehens i ve Heterocyclic 
Chemistry! , Volumes 1-8 by Katritzki and Rees, Pergamon Press, 1 984(Z)J: 

fsi ^ m \z mm ^ n tc ^ m \z ^ X ^ m ^ \z ^jk m (D 1^ \z ^ ^ T m ^ ^ ti ^ 

e 

Hifi^J 1 -f > K- JI^SI^-^O-^^ (0 7 ) 

X 5 — T ir h T 5 y-<f > H - ;P ^ - 2 - * ;P ^ -> r- K ( 3 X 

x^jl/5-nhD'i'>H — ;i/-2-*;i/#:^->U-— h (i. ig, 4. 2 7m 
mol).S:»eEX5^JU(100mL)«t>IC^jl¥L,-€-UT5%Pd/c (100 
mg) 4iP;^;t. SJSS^Ife*. l^M, ^UiZX . 60 1b/-r>5"*®JE:^ 

l»*Sr#. ^ -Z ^ \z m ^ Z. ii f£ < m m V tz , ^ a a ^ y (5mL) 
fp (DmitT ± 9- Jl (174mL, 2. 44mmol) CD^MSr, DMF (2mL 
) . {7 a a ^ > (5mL) ^ J: U h *J X. ^ )U 7 S. > ( 3 39mL, 2. 44 
mmol) fp 0) 2 (0. 41 7g, 2. 04mmol) ©^SSCO'C, NjTT? 

fiSTbfc, K m m !^ ^ ^m. ^ X' m. . ^vxzmmmwi'rzo * (s omL) 

t:m^. ^bXBfBfX^Jl. (4 0mLX2) SrfflliTS^^j^Jtbmb^fe. 85^:}- 

(4 3 7mg, jR^8 7sg) . ^ > zf )i mwt )u fp X n ^^ & it V 

fc,mp:202~203'C. 

NHR j(DHSO-^6, ppm) : 11.74 (S, 
1 H, NH), 9.78 (S, 1 h, NH), 7.99 (s, 1 H, Ar-H) , 7.38-7.30 
(m, 2 H, Ar-H), 7.09-7.08 (m, 1 H, Ar-H) , 4.36-4.30 (q, 2 H, 
a = 7.0, 13.7 Hz, CH2CH3). 2.03 (s, 3 H, CH3CO) , 1.36-1.31 
(t, 3 H, J = 7.0 HZ, CH^CHa) . /j?^ (CiaHi4N203) , C, H, N. 

5-T-tr>7'5y-f>H-JI/-2-*JU;J?>g! (4) 

3N NaOH (2mL) — ;P (7mL) tt>©3 (250mg. 1. 
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0 2mmol) CD^JKtcJpiL. ^UTSlSfi^ife ^7 - ^STtS*^L.)t. S 
lt>JS^'fe*XA*#lx-hLT, 7k (5mL) ^ Ua ^ fz . 2 0%HCl^m^^xm 

tbT4S;»fc (158mg. JR^7 1%) . mp:260'C (dec) . 

mm. (i»cso^6, ppa): 11.62 (s, 1 h, hh), 
9.77 («, 1 H, MH), 7.98-7.97 (d, 1 H, J - 1.4 Hz, Ar-H) , 
7.36-7.28 (m, 2 H, Ar-H) , 7.02 (d, 1 H, J = 1,5 Hz, Ar-H) , 
2.03 (s, 3 H, CHaCO), /-ppj {C^yku^^O^O, 611^0 ), C, H, N. 

5-[ [5 - (.7 ± h 7 ^ y ) -lH-'1'>^*-;^-2-'f;^J5;;^JI?r:;^] 75 
y] - iH--(>]i-)i-2-tiJi^>m (6) 

.1- ( 3 - ^ ^ JU7 S.y f a \£ JU) -3-J^^)l^ij)V^i^^^\i (EDCI. 
268mg) DMF (3mL) if02 (94m g., 0. 46mmol) *3j; 

1X4 (lOlmg, 0. 46mmol) ®^?KtcJlP;^. ^ X R ^ M <^ ^ , — 
Bfe, ^fiTit*^L.;fco ifg?X5^;P (4 0mL) ^*D^. ^E-LT0?K^hU'i7Alg 
(1 OmL) i^ViTzK (20mLX2) ^fflViTM^#)<£ijfej^Lfc, 

5*»Ac (129ing. iR^6 9%) . 

NHR (DKSO-d6, ppm) : 11.82, (s,- 1 H, NH) , 11.57 
(8, 1 H, NH), 10.09 (8, 1 H, NH), 9.77 (s, 1 H, MB), 8.13-7.15 
(m, 8 H, ArrK), 4.38-4.32 (q, 2 H, J ■ 7.0, 13.7 HZ, CH2CH3) . 
2.04 (8, 3 H, CH3CO), 1.37-1.33 (t, 3 K, J « 7.0 HZ, CH3GH3) . 

MS ('f:t>X:fI^ — , M/z) 40 4. ^Brji^mm^fft:>-r\Z3NNaO 
H (3mL) DMF (3mL) ^iO^^^'y— ;i' (15mL) (D 5 (D m ^S. 

(lOSmg, 0. 2 5mmol) iZ ija^. -^-LTS/Sii-a-^)*, — Bfe^ MMX 
mi^Vfc, SJ«:jg^«»*X/t3}?lx'-hL.. -eLTTlK (5mL) <£JP;5lfe, 2 0% 



?tLfc. Kfe|&*tbT6$»fe (4 5mg. JK^48%) . mp :>3 0 0'C 
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NHR (DHSO-de , . ppn) : 12.80 (br, 1 COOH) , 11.69, (s« I H, 

NH), 11.S7 (3, 1 H, NH), 10.06 (s, 1 H, NH) , 9.77 (s, 1 

NH), 8.12-7.09 (m, 8 H, Ar-H)*, 2.05 (s, 3 H, CH3CO) , - Jffj 
(C20H16N4O4I.2H2O ), C, H, H. 

:^ ^)V5-T ±^h7^y^>Vy'^ >-l-ij )V jj? -> 1^ - h (9) . ^ 5^;i/5-n h n 
> 1/ 7 ^ >-2-* ^ — h (13, 0.5g, 2.26mmol, ^ - ~ V U > W ^ > 
- 2 - -fJ )]/ ^ > m.*^ <b m ^ . Trans World Chemical. \nz .) ^ X. =^ )V 7 ±. — h { 
40mL)JC^«?b. SX Pd/C(30ing)*^iniU;t, K *S S ^ «5 * ^ iS T 1 1^ M , 601b/ 

W- :f3 < >^<om ij X' Tia m it U. fz . =S J*: S ^ «5 * ^ ii b . i§ i« f- * ^ ^ -VM * !^ ^ 

K 9. Immol) t ^ T S y tr U >(20mg)S ^iJP b fc. ^Jg^^SMTl^M 

* (2011L) sr ^ JO b , m-^m^ )V7 ±.7-- h uoalx s)-^mm V It 

*9(321nig. Its. m 61%) ft. ^i" W iJ- > * X 5^ T "fe - h 4> W «g S ft b 
. mp: 158~ ISQt: . 

^ MMR 

(DHSO-<i6, ppaa) : 10.03 (s, 1 H, NH) , 8.19-8.18 (d, 1 H, 
J - 1.6 Hs, Ar-H), 7.76-7.75 <d, .1 H, J = 1.1 Hz, Ar-H) , 
7.65-7.63 {«, 1 H, J » 9.0 Hz, Ar-H), 7.S5-7.52 (dd, 2 H, 
J « 2.3, 8^9 Hz, Ar-B), 3.89 (s, 1 H, OCH3) , 2.07 (S, 3 H, 
CH3CO) , /p;ffj (CjjHiiHO^) , C, H, N. 

5-7 ± h T S. y ^ > V y ^ >-2-i3 >m (.10) o 3N NaOH(2inL) * 9 <D> 3^ / — 
;i/ (20mL)^ffi (302mg, 1 . 3mmo 1) ^ JD b , K Jt^ M ^ ^ M 4Sm m M W tc . 
^ii<&X/\-jft^ - hS-fr. *(20mL) ^mUaL-fto 20% HClSr ffl T ^ SS? & p H 2 
STtffilb. it®4^!lS}Siab*acb&. Re©f&*(231ing> JR ^ 8 1 X) i b T 1 OS 
Mp:> 300*C . 

Ih 

«!R (DMSO-d6/ pim): 13.30 (B, 1 H, COoi) 7 10.01 (s, 1 H, NH) , 
9.16-8.15 (d, 1 H, J - 1.9 HZ. Ar-H), 7.65-7.60 (a, 2 H, 
\r-H), 7.53-7.50 (dd, 2 H, J - 1.6, 8.4 Hi, Ar-H), 2.07 (s, 
J H, CH3CO), /ji^fj (CiiH5KO40.3HjO ), C, H, H. 



^^'^ 4**2 0 0 0-5 1 1 8 9 3 

-)i^-2-:^ )l.^.ym(l2). 2 (186iDg. 0.91iniiiol);te J:Ori 6 (200mg. 0. 9 1 idbo 1 ) CD DMF 
(3inL)*5 J:0CTHF(3mL)^}KlC, EDCI (523n>g) ^ ^ * L , K Ji * ^ T - life 

(lO.L)^ LT^n{ca;t,>T*(20iDLX 2), # IR HC 1 ( 1 OmL) *3 J; Tic (20iiiL) T i5fe L 

;i' (20mL) S:^ Jn L , K fe O * 1 1 (2 TOng. iR^73X):&#fe, 

»H NMR (DMSO-d6, ppa) . 11.84, (s, 1 H, 
NH), 10.38 (s, 1 H, HH), 10.03 (s, 1 H, HH) , 8.15-7.15 (», 
8 H, Ar-H), 4.38-4.32 (q, 2 H, J = 6.9, 13.7 Hz, C&^CB^) . 
2.08 (s, 3 H, CH3CO). 1.37-1.33 (t. 3 H, J - 6.8 Hz, CHjCHa) . 

MS ('r:^>xyi.-, M + 2H) 406. H S « jg L {C , ll(!40.g, 0.35mBpl)©, 
DMF(2mL), TirhXlOmL), ^ 7 - ;Kl 5mL) . * (5n.L) j§ ffi fc. 3N NaOHOmL) 

fe««&*(54iBg. ii 12^ n ft . mp:> 300'C. 



NMR CDMSO^e, ppa): 12.8O (hr, IH, COOH), 11.73, (« 1 -u 
KH,, 10.3e <s, 1 H, KH,, 10.03 (s, 1 H, i^, , a.i;.7:;o C^,' 
8 H,^^.H,, 2.08 (s, 3 H, CH3CO,,^^^^ (q.oH„K30,l.lH,0 , , 

2-h H D^i.^ g^;p-5-- ^ ,,_^KJ3)^ « iSf SS K (1 . 2 7bL) * 0 t: , N, T 

TTHF(100mI)4'<O*5!l<tU^H,A7;U5n^;A(i.89g){cJiSTLfc. S It: S ^ 
*0<CT20^^^1«J4^Lfe, l(2g, 8.5mB.ol)©THF(80mL)^}K*gSJpL, 

M;sig^<^s ot:T3o^j^ffiffii^b;fc, * (log) fc^jp l , m-^^^mmv 



•H 



T-iiiiU. ■tr>'^h*x5^;^T•fe5^ - h (2 00mL)Tgfe# U fc. 

Sb. «^fi©H# 7 (1.48g , iK^90!li)$»fc. ^m^>yj].^:si^)l7±^- 



< 44 ) 000-511893 

h T Wife Sft L. <, bp: 156~ 157*C , 

KMR (DMSO-d6, ppm) : 11.77 (brs, 
1 H, NH), 8.4»->8.48 (d, 1 H, J* 3.5 Bz, Ar-H) , 7.97<-7.93 (dd, 
1 H, J a 2.4, 9.0 HZ, Ar-H), 7.49-7.46 (d, 1 H, J » 9.? HZ, 
Ar-H), 6.57 (s, 1 Hr • A3r-H), S. 42-5. 39^ (t, 1 H, J » 5.6 Uz, 
OH), 4.66-4.64 (d, 1 H, J « 5.5 HZ, CH2OB) , /-pifff (C^^bV^O^} , 
Cf H, H. 

5-7 5 y -2-t F o ^ -> ^ ^ ;i/-f > F — ;K1 4), 1 3 (862mg, 4. 49mmo 1 ) ® ;>< / — 
;i/ .(50mL)^«tr , 5X Pd/C(50mg)?£^j!jp U , S •& 1* ^ 1 1^ W , 50 1 b/sp > 
^<DS.ij T^mit b ;t . R -fe v--f h i? mm U , ±:^ -f h ^.y -Jl- 

Ti5fej*bfc. $r 4" T-l^^ b , TOTnig (JR^97X) CD Pc CO t& * 1 4 S: , 

mp: 159~ 1 60*0 . 

^H MMR (0USO-d6, 
ppm): 10.44 (s, 1 H, NH), 7.0X-6.99 (d, 1 H, J » 8.5 HZ, 
Ar-H), 6.60 (d, 1 H, J = 2.0 Hz, Ar-H) , 6.43-6.40 (dd, 1 H, 
J - 2.4, 8.5 ^Z, Ar-H), 5.97 (tors, 1 H, Ar-H), 5,07 (brs, 
1 H, OH), 4. 50 (brs, 2 H, CSI2OH), 4.30 (brs, 2 H, MHj) , 
/pV^J (CgHioWaO), C, H, H. 

5-T -fc h T 5 y-2-t: K D ^ 5=-;K > F — ;i/(1 5). 1 4 (200mg. 1.25mmol), -J 
^ T 5 y k! U > (20mg)*i J; > U X ^ ;|/ 7 5 >(0. 94mL)® , 0 t: S T ^ 
^tlfcTHF^figfC, 7 -fe ^ -'I' i7 □ ij H (0. 30mL. 4. 1 6mmo 1 ) © THF (5mL) ^ $ 8S T 

?;U7-fe 5^— K (40mL)*^JP L fc. ^ * * (20inL X 2) T «c # b . mWfthV 

)lzmMV. 3N NaOH^^ (ImDSr^JlO L it. S — Bfe it * * . S J© ii ^ 
x/N*# t'- h S -Br. *(10mL) «• ^ Jp L fc . ^ fig S x 5^ 7 ir 7^ - h (SOmL x 2) 
TttlffiL, j§«*S^(f TRSI* L ^ « igj * 7 ir ^ - F * T 

^ea^tU, X — 5^;l/Ti5fei# L fc, 128mg (iR^50!K) ®0lc6©«&5|cl5^&»i/t. mp.l 
61*0 . 



^ ^ , #«2 0 0 0-5 ll8 

(DMSO-d6, ppa,,: 10.84 fs, 1 H, NH) o « , ^ 

J - S ^ t, ' ^ »2? 4.57-4.56 (d 2 B 

5-T-fe h75 y-2-<> K(16), ISdOCg. 0.5b.»o1)cd 

y-;KlOml)^MJC. MnO. (250mg)*^jDL, S IS g ^ * ^ r 3 1^ Iffl g 

«^fi®B*(=16(97mg, .iR^lOOX)^*^. 4^ W ti- > ^ ;p ^ x 5^ ;|. T t ^ - h 
*f TSjeSYt L/t. inp:200'C (dec). 

5-T-fehT5/-2-<>K-JPTirU;pK(,8), I6(,40n,g. 0.7»d,o1)*. ^ 5^ ;u 
(hU:7^:^;^^;,^;^7^,J^^(^„yJ.^^^^JJ T t ^- h (257,ag, 0.77..O1) 

»^tl/ca:Kfel7*i«iaLfc. MS (^:t>xyu~) (M+H) 259. H ^ » (g ^ U 
JC, 17*DMF(3«.L)J.^/»U, .<^y-;K5.L)*^inl.>.. 3N NaOHigM(2.L)* 

^iDL, mm^m^i.. *(io.L)*^in l^c. 20* 

6X) O JI6®B^i8^ ^ nip:238~ 239*C. 

^ (D«SO-d6, pp,«); 12.25 (brs, 1 H, COOH) , 
11.42 (s, 1 H, HH), 9.74 (8, 1 H, NH) , 7.88 (s, 1 H, Ar-H), 

6-80 (d, 1 H, J - 2.0 HZ, Ar-H), 6.44-6.40 (d, 1 H, 
J - IS. 8 H2, CH-CH) , 2.03 (s, 3 H, CH3) , ^T;?:^ 
CC13H12N2O3O.3H2O), C, H, K. ' 

5-[(lH-^>y7^>-2-^;P;*,;p#^;p)^5 ^j.2_t H D -> ^ 5^ ^ > _ 
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tmnol)* J; tK'^ > 1/7 ^ >-2-* ;i'3l? >Kl9(168iDg. 1.04 
mmol) ©DMF(2inL)^?K tc, EDC I (597mg) S: ^ Jn L. ^5: . S IS #1 ^ S T — Ife M *^ 

)-5- L T-5-n (ClK T* (2 0mLX 2)TtSfe#bfe, BSSS:)- h 'J 'l^A^fflliT^SSS'ft 

©|»5N 20 (223mg. iR ^ 7 OX) # ;t . mp ; 1 64~ 1 BSt: . 

MHR (OHSO-d6, ppm) s ^B. NHR (DMSO'-dfi, ppm) : 
10.96,^ (S, 1 H, HH) , 10,27 (S, 1 H, NH) , 7. 93-7.29 (m, 8 H, 
Ar-H) , 6.27 (S, 1 H, Ar-H) , 5.22-5.19 (t, 1 H, a'= 5. 6 Hz, 
<«), 4.61-4. 60 (d, 2 H, CB2)> i^lJ^X^^Z^^Z^ » Hr N. 

5-[(lH-'< > 1/ 7 7 >-2--f jj? - ) 7 5 ]-2— f > F — ;^ ^ iJ- ;p 5" 

t K (2 1 ). 20 (1 00Bg, 0. 33inmol)© X y — ;Kl5mL)^J8t {C. MnO, (0. 5g) $ ^ JJO 

SrXi' y -;i.TiSfert^L:fc. ^ i« * * ^ 4" T * b . BR O H #2 l (54mg, JR^54X 

)*»/S:. ^i-ff1i->y;i'SX5F;i.T-fe5=- - hfTWJgftftbfc. bp:25 3'C (dec). 

NMR (OMSO-d6, ppm) : 
10.60 (bra, 1 H» VaS.)t 9*85, (S, 1 H, NH) , 8.26 (8, 1 H, CHO) , 
7.84-7.35 (a, 9 Ar-B) . (Cx^x2^2°3°- 3^2^) ' ^' ^' 

^ 5^ ;i/5-[(lH-^ > 7 7 >-2-'r Jl/* ;i'3j? x;u) T 5 y ]-2— f > h* - Jl^ 7 U 
— h (2 2) o 2 1 (lOOmg. 0. 3 3mniol) , ^ _( h U 7 i X t}^ X * ;l/ 7 X U 5^ > 
) 7 -fe 5^ - h (120ng, 0. 36mmo 1 ) ©. h ;l/ X >(30mL) ^ ?K IC ^ JP L , S Jt5 Ji ■& #J * 

7 -fe h > i X- t o 4« T Sfl: b , ;*:i»-C#«!Sr. xg^jl/7-tr5^-h 
*3J;y:'\:^-y->(i/2. v/v) t?^mT^:75-y->a.;*j7A4'P^ hi^^7-c — icJ; 
O.i^Sbfc. tl-7 8nig (iR^eeX) ® jifi H #:22?£ »^ c mp : 25.9- 260t; . 



^ ^ #«2 0 0 0-5 1 I'sQS 



1,. _« , *H NMR (DMSO-d6, ppm) • 

11-57 (s, 1 H, NH), 10.38 (s, I H, NH) , 8.07-7.; 



>3S (m, 9 H, 



Ar-H, CHMm), 6.93 (s, I H, Ar-H), 6.37-6.53 (d, i V 

5-[(lH-<>y77>-2-^;|.*;p^-;i,)75 /]-2-< > K - ;^ T 'J;HE{23) 
. 22 (60n>g, 0.167maol)*DMF(1.5n.L)fc^«L, X / - ;K3bL) & M L , 3N 
NaOH^JKd.SmDS^iDLT, S S ^ «5 * - gfe « L . fiSfi^^l^^LT, * 

*«febfc. 53mg(iK^92J!)©|ltfeViH#:23*»/t. mp: 268'C (dec) , 

-^H MMR (OMSO-d6r 
ppm): 12.27 (bre, l H, COOH) , 11.53 (S, l H, HH) , 10.38 (8, 
1 H, MH), 8.07-7.35 (a, 9 H, Ar»H, C&=CH) , 6.88 (S, 1 H, 
Ar-H), 6.48-6.44 (d, 1 H, J « 16.2 Ha, CH-CJl) . /p/pfT 
t<^oHi4^'2040*4HaO) , C, H, N. 

5-[(4-t K□ + ->)y5^;^T5y]<>H-;^-2-;^,;^:^?>g|(25), 1 (2. 5g, 10.7 
mmol)<OX.^Jl7±y^- h (200«.L)J§}R*Stt^^(o.6g)ajtlOX/t 7 ->-'>ATm 

fc, mf^i^mmtjiViz. n ^ ntz^^ ^ -^^ a 7 h >(20mi)izmmL . mwt 

f S7 5.;/->:rirDVhif97^-{CJ:0f»«L. ^ H i L T 024 (1 . 37g 
1 H, CONH), 8.00-7.07 («, 4 H, Ar-H) , 4.47-4.44 (t 1 H 



J - 4.8 HZ, OH,, 4.36-4.30 2 J 1 7 0 14 . K ' 

3.47-3.42 (q, 2 H ;T - 6 1 IZ ' ^^2^3)* 

2 H T , : ^ ^' ^ " H2, HOCBj), 2.36-2.32 (t. 

1.36-1.32 (t, 3 H, J - 7.2, CHjCHa) • 



ft:^ife24(l. Og. 3.4mn.ol)® ^ iS' y -;Ki50BL)j§S?S3N*Kfl::>- h ij .:7AJ§?g?(2 
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ml) ^iP L it . J§i^^2 0XmS? T If ifti L , tt IS ife & « L T 6 <D H t b T © 
ft ^#» 25 (723iBg, iR^65X)S'#fc. m. p. 1 94- 1 95*C . 



>H NMR (DMSO-dg, ppn) 12.80 (brs, 1 H, 
COOH), 11.60 (s, 1 H. NH), 9.72 (s. 1 H, CONH) , 7.99-7.02 (m, 
4 H, Ar-H>, 3.47-3.43 (t, 2 H, J » 6.8, HOC^a) » 2.37-2.32 (t, 
2 H, J - 7.4, C0CB2)r 1.77-1.73 (Oi, 2 H, CH^CHjCH^). /p;^ 
(CiaHi4N204J , H, N. 



^ > JVS-lU-h \^a=it-i^)Zf^)V7Z J (butyraBino)]'f > H - ;P -2-* ;W jJ? + 
-> U- '— h ( 2 6 ) . D M F ( rs mL ) O ft «J- 7 ( 81 Omg,^ 3 l,mmo 1 )_ ® ® M CD ^ 

^ ^ tK ^ N 'J A (1.6g. ig.Ommol) *3 J; > ;i/ :/ D = K (540mL, 4.5 

mmol) TMaU, SiSjg'&t»&^MT18^Wa#Ufc, S ^ tK (SOmL) J; -p T 
^?lhL, * W»X9";i/T?affi L fc (SOmLXS) , ^ 

. fl:^'^ 2 6 (778mg, 71?6lR«) ^ H t L T » . Bfi ^ 1 9 1 ~ 1 9 210 . 

2 ^ . - XI.. H., HO<^,>;2:36-2?32"ft ;"V? 

COCH,,, 1.78-1.71 (m, 2 CH^PHaCH,,. ^' ^ 



5-[4-(;* 5^ ;i'2, 3, 4- h U -o-T -fe ^ 4^ v'-b-D-^;!/ D - h ) :/ 5^ T 

5 y ] 'f > H - JI/-2-* ;i/ > (29) , THF ( 20inL) ^ i:.XS'J if U U :^ ^ y (2 
OmL) 't'©{t-&^ 2 6 (778ig. 2.21inB0l) © fl^ « (C ^ U a. 5 - -> — ( 1 g) * Jp 
A, ^^Tfc*5 v>TSS ^-eor L fc. >C 5^ ;P2, 3, 4- h ij -o -T -fe 5=- 

y U ^-l-y' :t ^ -y-i-D-if Jl' a — h ) (2 7, 1.32g. 3. Smmol) . h U 7 D 
a > T.Jl':^^- h ^ (852ing, 3.3iDmol) *3 <t tJ^ * — Jj? ^ — h ffi (922mg. 3.3 

mmol) ^mizm^. Rmm^^ ^lo^mmnvtz. sit^&^M^ ■cj:#s-a-. m 



A. «^«2 0 0 0-5 1 l'8 93 



(8, 1 H, COMH), 7.95 (s i « ^jlT^^^^'' •* 

^s-H,, 3.76 3 h; cooc^;,^^' ;3*:;-:;^*» ^ «, c3.h, 

CH3CO). ^ ^' «»2Ca2CH2J, 1.75 (s, 3 H, 

(S IH Nm o / ^= "MR (OMSO-dg, ppni) 11.43 

(S. 1 H. NH), 9.69 (8, 1 H, COIIH) . 7.94-6.91 Cm, 4 H Ar-m 

B.83-5.87 (a, 1 H, ^ . 4.2 H.. ^ • ei-H, , S.o;-S.o; 1'h 
J - 3 2 HZ, C2-H), 5.05-5.02 (b, 1 H, /R^ : C4-H) / ' 

2 H ; ^ ""-'^^ ^ «'°^3>' 3.51-3.48 (t, 

2 H a - 6.4 HZ, OCH2), 2.37-2.33 (t, 2 H, J - 7.6 Hz, CK.CO) , 

C^V^ • ' ' ^3C0,. 1.S2.X.79 H 

CHaqHaCHa), i.es <s, 3 h, CH3C0) . 

(3 0). P^x5^;i, (200ml) ^<D1t^^l (2.5g, lO.T.mol) O « ^ g ft 
^ ( 200.«) ±«10%/t5i.^A,C*O^!lSL.c«. ^ S T 1 ^ ^ ^ * L 

rt-y^;^i.*-^^_f. (Sg^^ 26.6«,nol) T AS S b . S ii ^ 4^, * ^ , g 



( 50 ) <^a2 000-511893 

mmntwi^it. (40inL) Tffjhb, ji^}UJ^-iL7--hmm^^mvtz. 

mm^mwf^ h A-c^mv . KSTTsai-r^^tfcio. ■ft^^iiso (2. 

61g. 80%) * Ite. O H #: .h L- T »fc . St J^l 90~ 1 92*0 . 

MMR (DMSO-Ogf Ppm): 11.69 (S, 1 H, KH) , 
9.13 (s, 1 H, CONH)r 7.79-7.04 (m, 4 H, Ar-H) , 4.35-4.30 (q, 
2 H, J » 6.8, 13.9 Hz, CQjCHa) # ^-^^ (s, 9 H, 0(0313)3), 
1.35-1.31 (t, 3 H, J «- 6.7, CK2CB3) . /-^pj. (C16H20N2O4) , C, 
H, N. 

5' / — ;p ~( 2 00mL) (f O 'ft^ l*) 3 0 ( 2. 61g> 8. Gmmo 1) © 3. N * K.^t.:?- h U 

^7 A ^« (50mL)T-5as b ^ . K St- M !^ ^ ^ M. iz X \ sm m MW V tz . mm^m 

ifeLfc. zfc (lOOmL) ^m^ft. ^a? &20% tc J: 0 ID L- . Jt ® Sr ^ ii t" 
*Ci:K:J;0, 3 1 (2.03g, 86%) S ft 6 H t U T # . a6;S[192~19 

3*C . 

vasR 

(mxso-de, ppm) 12.83 (bra, 1 H, COOH) , ii.69 (s, 1 h, NH) , 
9.13 (s, 1 H, CONH), 7.79-7.04 (a, 4 H, Ar-H) , 1.48 (s, 9 H, 
C(CH3)3). /p>^f (C14H16H2O4O.5H2O). C, H, H. 

^> ;P5- (ter t-:/ ^ Jl' :t ^ :t} Jl 7ii =^ )V T S. / ) -i > K — )l-2-t) )U ^ ^ -> — 
h (32) . D M F {50mL) 4" CD ft 4*1 3 1 (2. 03g> 7. 4iDinol) © ^ ?K © ^ & 
MK*^:?- h 'J C7 A (1. 8g. 21. 4miiol) * J: > >^ D 5 K ( 4mL> 33. 6miB 

oi) TMabfc. sjic;s-&«) s^fiTisi^m**!^ u . * (sbmD ^jnit, 

t)*@^mx5^;i^TttmLfc (80mLX3) . ^a^Sr^5^t^::^h'J'^7A^ffl^iT$^j|gb 
. *^TTi8ffi-rs:ii:tCJ:0. ■ft'&ifeS 2 (2.2 7g. 84%iR») SrSfeCDH^ 
<hUT#fc. Sl[^180~ 182^: . 

NHR (DMSO-d^, 

ppm): 11.93 (S, 1 H, NH), 7.51-7.02 (m, 9 H, Ar-H), 5.38 (a, 
a H, CHaCgHs), 1,48 (», 9 H, C(CH3>3). 
■<^lB22^2O40.25H2O) , C, H, N. 



^ > >?;i'5-[[5-(4-t: H D 4^ ->) :r 5^ ;i/ 7 5 y ]-iH-f > F -;u-2--i' ;u * ;i/ p ;u 



^5'^ 0 0 0-5 1 I's 9 3 

]75 y]-lH-^ > K-;i.-2-*;i..p:^.->l.- H ( 3 W . DMF (ImD 4,053 2 
*^&©ft^4^ 3 3 (280mg, 0.77iDniol) ^2 5 ( 200mg, 0.76idiiio1) *3cfcaCl-(3- 
'>'^5^;i.T5 y :/D fc^;^)-3-X5^;^;^,;^*i;^ 5 K (EDCL 440n.g, 2.30Bmol) -c 
«iaU. H;&S^4*l*^ST18l^ffi«*^Ufc^. * (20mL) Titf?U. » || X 5- 
^HfttffiL;^: (50IDLX3) . # « g i£ JS K :^ h u r> A * ffl T 

7 :7 ^ -iSaTttSt-S d i tC J: 0 , ft^#j3 4 (232ing. 60%JRM) S: j$ S 
H'f*^ i b T»fc . i» jiS242~ 243t; , 

4.47.4.45 (t, 1 H, J - 5.1 H3, OH), 3.48-3,44 (g, 2 H 
COCH2), 1.78-1.74 (a, 2 H, CHaqHaCHa). 

5-[[5-(4-t K D:^s.):/^;^7 5 yj_,H_^ > K - ;i'-2-^ A ^ X 7 5 y ] 
-IH-O K-;i^-2-*;i,5j? >B6 (35) , DMF (ImD is J: ^ ^J. y - ;u (20mL 
) f«) 3 4 (230iog, 0.45mmol) ff^mWi^m^^ (20i.g) © 1 0% /t 7 >7 ^7 A fC 

-ft^ttSS (leOmg. 84%) * fi S t b T » . H ^249- 25 1 1: , 

*H MMR (DMSCWdg, ppm) : 
12.75 (s, 1 H, COOH), 11.68 (S,l H, NH) , 11.54 (s, 1 H, MH) , 
10.05 (s, 1 H, CONH), 9.70 (s, 1 H, COHH) , 8.12-7.09 (m, 8 H, 
Ar-H), 4.47-4.44 (t, 1 H, J - 5.4 Hz, OH), 3.49-3.44 (q, 2 H, 
J - 6.4, 11.0 HZ, HOCgia), 2.38-2.34 (t, 2 H, J » 7.4 HZ, 
COCBj), 1.80-1.74 (m, 2 H, CHaC^aCHaj, 

-?>5?;i.5-[[5-[4-(^g^;i.2.3.4-h ')-o-T^^)V-\-^^^l.-^-li.if)^,^a^ 
-h)-:f^)VT ^ y]-lH-f > K-;i.-2-^;|.;^;;|.7i?x;nT5 y ]-lH-^ > K-;i.- 
2-;^;;i..t^4^->^- H (3 7). i£ 7k 3g fiS Si $ * p n x 5^ ;|. (20i«L) ^ © Yt 
#4*13 2 (280mg, 0.77bido1) O ^ ?g * 3 0 4)- IB ^ a? L . ?S « * 25 cf. « 
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aS-r S C t fC J; 0 H<*^€:#. cnSr»KX^;i/ (20IDL) 4'Oh'J75';i'T5> ( 

6niL) Tmmvfzo sjjig^i^sr^STi 05j-mJ«*^bTj®jiufc. mm^M^ 
T X' mm r ^ ^ t tz ^ K) 3 3 ^ n ft o ■^iirji^mm=s:ff^^tu<. ^#s:dm 

F (ImL) JC^/S? L , ft'&i^ae (200mg, 0.35iiibo1) . 1.3->7 

□ D ^ -> ;i/ * ;i/ 7}^ -f 5 K (DCC. 214mg. 1.0 4inmol) *3j:yCl-th*P + i>'^ 

> y h u T I/- ;i/ *?p '{Si (hobt, uomg, i.04mBoi) TMSbfe. SJSiS-a-'fe* 

Sjat? 2 ^IfflJt U fc^. ZK (lOmL) » » X 5^ T W b (SOmL X 

3) . SeSBfe h U d A V^TftJ* D .- «2gT-triS«S b fc. ^1^^ 

■y->*3j;UJe^S!X5^;U (3/7, v/v) ©^JK&ffl^ifc^^yv'ai^DThy^^^' 
-J§ai Ti^SS-r S ^1 t tC J; 0 , •ft^!|* 3 7 (230mg. 80%JRS) * It H {*c t b 
T#fc. 143~ . 

(DHSO-dj, ppa): 11.87 (s, 1 H. HH). 11.56 (s, 1 H, HH) , 10.08 
(s, 1 H. CONH), 9.73 (s, 1 H, CONH) , 8.14-7.22 <m, 13 H, . 
Aar-H), 5.89-5,88 (d, 1 H, J - 4.4 Hz, Cl-H) , 5.39 (», 

2 H, qiaCfiHs), 5.09-5.08 (t, 1 H, J - 2.9 Hz, ^ C2-H) ^ 
5.05-5.02 (a, 1 H, C4-H) , 4.43-4.41 (d, 1 H, J - 6.7 Hz. 

C5-H), 4.37-4.35 (t, 1 H, J - 3.4 Hr, jj:/! C3-H) , 3.69 
(a, 3 H, COOCR3), 3.52-3.49 (t, 2 H, J = 6.4 Ha, OCII3) , 
2.39-2.34 (t, 2 H, J - 7.7 BZ, COCH2) , 2.05 (s, 3 H, CH3CP) , 
2.03 (a, 3 H, CH3CO), 1.84-1. 80 (n, 2 H, CHaCBaCHa) , 1.66 (s, 

3 H, CH3CO). 

5- [[5- t4-{;< 9=^ ;i/ 2. 3. 4- h U -O-T ir 9^ ;P -1 -x :t + -> -b-D-y ^7 a :^ — h) ^ 

7 5 y ]-iH— f > K - ;i'-2-i' ;i/ * ;p x;i/] T 5 y ]-ih— f > K — ;i'-2-* 

sj?>m (3S) . ifgex5^;P (35mL) tf® 3 7 (230mg. 0.28miDol) © ^ <fc S 
14^ (20mg) ±O10%/'?7v'':'AfCJ:0«iab, ^SJCTlWfMzK^ftJnbfc. 

ii'&tl^ir^'r htciibTiltilL, iajiiy-^$i^gEX5"jL-T'gfe#L.feo ft^b 
fc*t84fel SK^TTiSair •& d i: {C J: 0 , ft ^ 3 8 (176ing, 86%iR«) X 



^ ^ #«2 0 0 0-5 ll 

11 67 , » ^^"^ CD«SO-de, pp.,: (brs, 1 H, COOH), 

m. C2.H), 5.05-5.03 {». 1 H, C4-H, , 4.42-4.41 (d, 

1 H, J - 6.6 HZ, - Tfil C5-H), 4.37-4.35 (t, 1 H, J- 3.2 Hz, 

C3-H), 3.69 (e, 3 H, COOCH3) , 3.52-3.49 (t, 2 H, 
J - 5.8 Hz. 0CH2,, 2.39-2.34 (t, 2 H. J - 7.8 H«, OOCH^) , 2.05 
(8, 3 H, CH3CO), 2.03 (e, 3 H, CH3CO, , 1.84-1.80 (a, 2 H, 

CHaCHaCMa), 1,66 (s, 3 h, CB3C0) . 

p^- = y]-iH-^ > ^^*-^^-2-^;^*;^^r:;^]r5y]-,H-^>^• 

1 H, CMH), 9.73 {., 1 B, COHH) . 8.16-7.23 (m, 17 H te-Hl 
CBjCeHj), S.O9-5.08 (t, IB, J.J.BB2, Jfik 

(«r 3 H, OOOCH3), 3.52-3.49 {t, 2 H, J » 6.4 Hz OCT ^ 
^.39-2.34 (t, 2 H, ^ - 7.7 Hz, COCH , , 2.o; (sr3T'^ CO, 

I'n: ^jc^," -"-^-^ ^ - <^<W4,; iXV, 

*;P^:.;i.]T5y]-,H-f >K-;^-2-;,;i.^>S^ ( 4 0 ) . 3 8 T St ^ L o 
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MMR (DHSO-d^, FPn) : 11.66 (s,. 1 H, NH) , 11^60 (8^ 
1 H, NH), 11.47 {a, 1 H, NH), 10.09 (s,. 1-H, CONK) « 10.08 (s, 

1 H, CONH), 9.73 (S, 1 H, C30NR] , 8.14-6.97 (m, 12 H, Ar-H) , 

5.89- 5.88 (d, 1 H, J - 4.4 Hz, /(^ Cl-H) , 5.10-5.08 (t, 1 H, 
J = 3.1 HZ, )JE^ C2-H), 5.06-5.03 (m, 1 H, ^ C4-H) , 
4.43-4.41 (d, 1 H, J « 6.6 Hz,. ^ C5-H) , 4.38-4.36 (t, 1 H, 
J » 3.3 HZ, ^ C3-H) , 3.69 (S, 3 H, COOCH3) , 3. 54-3. 51 (t, 

2 H, J « 6.3 Hz, OCH2), 2.39-2.35 (t, 2 H, J = 7.8 Hz, COCH^) , 
2.05 (8, 3 H, CB3CO), 2.03 (8, 3 H, CB3CO) « 1.86-1.80 (a, 2 H, 
CaisCBsCHj} , 1,66 (8, 3 H, CH3CO) . 

SI m m 2 - ' - - 

3-[[5-(T-bhT5/ )-lH-'1' > K — JP-2'-'f;V]*;U3l^njI/]-l-(i? D n;!^^;U)- 
5-tHn^>^-1.2->7th'D -3H-'^ >Xte]'r>H-;P (YW-19 8) , 

EDCI (58mg) ® # $ n T -5 ^ JH (AristoffS, I. Med. Chem. , 1 993. 3 

6. 1 956) {C»-rft>T^fiK $nfc 4 1 (23mg, O.lmmol) <D m m . * J: D M F 4" 
(ImL) (Dit^^A (23ing. O.llmmol) IC JiP A , S ?1 ^ S t? — «fe 

bfe. ^^m%mm.:s^^ )v^m ^^ tt nm :7 u ^ \^ if ^ y ^ - m m \z ^ k> m \^ tz 

. Pc-fef&T * « Y W- 1 9 855«»e.n;/5: (9.5Bg> 22%JRa) . 

^H NHR (DHSO-de, ppm) : 11.57 (s, 1 H, MH) , 10.52 (s, 
lH,.OH), 9.89 (8, 1 H, NH), 8.25-7.23 (a, 9 H, Ar-H) , 

4.90- 4.85 (dd, 1 H, a s 9.6, 11.0 BZ, HBH) , 4.75-4.71 (dd, 

1 H, J s 1.8, 10.6 HZ, NHB) , 4.35-4.28 (n, 1 H, ClC^C^CHs) , 
4.14-4.10 (dd, 1 H, J » 3.4, 11.1 HZ, (^Cl) , 3.97-3.92 (dd, 
1 H, J » 8.0, 11.1 HZ, CqaCl), 2.12 (8, 3 H, CHs) . 

3-[[5-[[5-(y -fe h 7 5 y )-lH— f > K - ;i'-2— f ;u * ;p ::: jp] 7 5 / ]-lH-r > K 
— ;i/-2--r ;i':i?n;u]-i-(i/ D D ;< ^;p)-5-t H p ^ v'-i, 2-v» t F d-3H-'< 

>XW\-f>Y — )V (YW-2 0 0) . 

YW-2 0 OS:. 6S:ffil.i;tJil^1-«YW - 1 9 STrltt^gLfcOtt^^Jjt^llMS 



^55) #S2 0 0 0-5 ll'8 9 3 

NMR (DKSO-d6, l^S) i 11.63 (s, 1 H, 
»H), H.61 (8, 1 H, NH), 10.51 (s, i r, OH), 10.12 (s, 1 H, 
NH), 9.84 (B, 1 H, NH) , 8.38-7.29 (n, 13 H, Ar-H) , 4.92-4.86 
(dd, 1 H, J = 9.6, 11.0 HZ, NHH), 4.77-4.74 (dd, 1 H, J - 1.8, 
10.6 HZ, NIS), 4.36-4.28 (n, 1 H, CICH2CBCH2) , 4.15-4.11 (dd, 
1 H, J = 3.0, 10.8 HZ, CHHCl), 3.98-3.93 (dd, 1 H, J = 7.9, 
11.0 Hz, CHHCl), 2.04 (s, 3 H, CH3) . 



4 

3-[C5-[[5-(T-fe K T5 /)-lE-^>Vy 5 >-2-< * ;P tJ^ - ;|.] 7 5 7 ] -IH-< 
> H-;|.-2-< Jl'l:fi )\^7f.-)U2-l-({; aa H d 4^ -> -1 . 2- i^* t Kd-3 

H-'^ > X [e] 'f > K - ;i. ( Y W - 2 0 1 ) . 

YW-20 1^. 12&ffiV.;^ctA^ttYW-198TIKMLfc©iW«;a:^)IS 
^fflt^T^fiKL, (53%JR«) . 

*H NMR (DMS0-d6, ppm) : 11.66 (s, IH 
HH), 10.51 (a, IH, OH), 10.46 (s, 1 H, IIH>, 10.10 (a, 1 H, 
HH), 8.42-7.30 (a, 13 H, Ar-H) , 4.92-4.88 (t, 1 H, J - 10 2 
HZ, VWt), 4.77-4.74 (dd, 1 H, J - 1.8. 10.9 Hz, HHH) , 4.36- 
4.28 (m, 1 H, ClCHjCSCHj), 4.15-4.11 (dd, 1 H, J - 2 7 
10.7 HZ, CHHCl), 3.98-3.93 (dd, 1 H, J - 7.7, ll.O hL/ CHHCl), 
2.10 (s, 3 H, CH3). ^ ^' 

^ 5 

N"-[[5 - [ [ [5 - (7-feh75y) - lH-^>y75>-2-^;H * 

T5y] - 1 H-^ > K-;i,-2 -i-JH ijJUTf.-Jl.] 1. 2. 9. 
9 a - 5- h 5 h K n-^j, p:^p,t [c ] -^>X [ e ] ^ > K - ;u - 4 - :t > ( 
Y W - 2 1 3 ) o 

YW-2 0l$7-trh-^.J;^ (3mL) , hUX^;|.T5> (ImL) 

i^* (imL) (Dmmizmmh. ^m-x^ i mmmnvrz. m^T-x^mm^m^L 

:i^^Jl:^J:Zf^^-*)-> (3/1. y V ) ^ m\^^T»mi^ o ^ h if ^ y ^ 
iZ^O^^m^mnh. 8. 7 m g ©«>cfe©0^S:Sr^fK Lfe. 



(56) 4*^2 0 0 0-5 1 1 8 9 3 

^^nm (DMF-d?, npoB): 11.88 (s, 1 H, NH) , 10.51 
(6, 1 H, MH), 10.15 (8, 1 H, m) , 8,21-6.97 (b, 13 H, Ar-H) , 
4.66-4.61 (dd, 1 H, J = S.O, 11.3 Hz, Cl-H) , 4.52-4.49 (d, 

I H, J = 10.2 Hz, Cl-H) , 3.07-3.05 (m, 1 H, C9a-H) , 2.10 
(s,3 H, CH3), 1.78-1.75 (dd, 1 H, J » 3.6 , 7.3 HZ, C^-H) , 

I. 72-1.70 (t,l H, J » 4.9 B2, C9-H) . 

mmw 6 

3-[[5 - (T-feHT*/) - 1 H - > ]i - JU - 2 - -i )U1 T if *J )l] - 1 

- {i;uu^=^)V) - 5- fcHP^->-l, 2->'l::KP-3H-'<>X[e] 
-f > K ~— }V ( Y W - 2 0 2 ) . , . . , . _ _ 

1 SSfflViitiltfil^ttYW-l 9 8{'-r)ViTia«bfc®t|3|«®#ife^&fflV> 
TYW-2 0 2S:^^L. ERfe© * (iR^l 3%) 

NHR (DHSO-d6, ppn) : 11.69 (8, 1 H, 
NH), 10.52 (S, 1 H, OH), 9.82 (s, 1 H, HH) , 8.28-6.90 (m, 

II H, Ar-H), 4.55-4.54 (d, 1 H, J =» 4.7 H2, NSH) , 4.27-4.23 
(m, 2 H, NHH, ClCHjCaCHa), 4.12-4.08 (dd, 1 H, J = 3.1, 

II. 0 Hz, CHHCl), 3.91-3.85 (dd, 1 H, J - 8.8, 11.1 Hz, CHHCl) , 
2.12 (8, 3 H, CH3). 

mm mi 

3 - [ [5- [ (iH-'^>v:7^>-2--r>'UT^u;i/-Y;p) Tsy] -ih 

--f^H — ;i'-2-'f;i/] -1- {i7UU:^=f-)V) - 5- tKD=^r 

->-l. 2->?tFD-3H-'?>X [e] > Y — )V (YW-2 15) . 

2 SSfflVJfcdtfit^'HSYW - 1 9 8JCOI,»Tfa«Lfc<Di:|^«£D>j£*fflt,i 

TYW-2 15*^fiXU. (iK^5 5%) 

NHR (DHSO-d6, ppm) : 11.82 (s, 1 H, 
KH) , 11.68 (s, 1 H, NH) , 10.51 (6, 1 H, OH), 10.45 (s, 1 H, 
NH) , 8.43-6.98 (m, 16 H, Ar-H) , 4.90-4.87 (dd, 1 H, J «= 9.2, 
11.1 Hz, NBi) , 4.77-4.74 (dd, 1 H, J « 2.2,. 10.9 Hs, NHH), 
4.36-4.28 (m, 1 H, ClCHjC^CHs) , 4.15-4.11 (dd, 1 H, J » 3.3, 
11.3 Hz, QBHCl) , 3.99-3.93 (dd, 1 H, J » 8.1, 10.8 HZ, CHSCl) . 

mmm s 



3 - [ [5 - [ (4-tKn4^->) :5^5^;i'TS/] - iH--r>H-;u-2.' - 



^ ^ #^2 0 0 0-5 1 1 

-1- ii7un^^,v) - 5 _ t Kn:^^->- 1 . Wi^^\^u- 3H-^yx 
e]'f>K-;V(YW-2 54), 

3 5 *fflt,.;t^iiJi^tttYW - 1 9 8 O V. T IB m O i |^ ^ © ^ ft ^ ffl 
TYW-2 5 4*i&<dcL, jlffi©B#: (JR^19%) 

% MMR (HMT-dj, ppm): 11.74 (s, 
1 H, MH), 11.62 (s, 1 H. MH), 10.47 (s, 1 H, Ar-OH) , 10.44 (e, 
1 H, CONH), 9.89 (s, 1 H, CONH) , 8.43-7.06 (m, 13 H, Ar-H) , 
4.95-4.86 (m, 1 H, HC^) , 4.76-4.72 («,, 1 H. HOffl) , 4.60-4.54 
(brs, 1 H, CHaOHl^ 4.34-4.28 (n, l H, ClCHjCH) , 4.15-4.11 (dd, 
1 J » 3.2, 10.7 Hz, CICSH), 3.98-3.93 (dd, 1 H, J = 8.2, 
H.l H2, CICTH), 3.66-3.64 (M, 2 H, CgaOH) , 2.52-2.48 (t, 2 H, 
J - 7.4, H«, COCHa), 1.92-1.8S (n, 2 H, CMjCHaCHa) . 



mmm i i 

3 - [ [5 - [ [5 - [4- (^5-;^2. 3. - ^ - O - T M ^ )V - 1 - 

:t + ->-b.-D-y;i.^n^- h) - i h - f _ ;^ _ 2 - ^ 

i.DD^5^;i.) - 5- t.Ka:^^->-i. 2--^t:Hp-3H-^>X[e]^> 
H-;i'(YW-24 9). 

TYW-24 9*^fiKL, (iK^15%) 

*H NMR (DMF-dg, ppm): 11.61 (s, 
2 H, 2 NH), 10.20 (s, 1 H, CONH), 9.79 (s, 1 H, CONH), 
a-38-7»27 (jn, 13 H, Ar-H) , 5.99-5.98 (d, 1 H, J - 4.6 Hz, 

Im Cl-H), 5,22-5.20 (t, 1 H, J = 3.1 Hz, )fft C2-H), 
5.16-5.13 (m, 1 H, Jffe : C4-H), 4.91-4.86 (t, 1 H, 
J " 8.7 Ha, HCHP), 4.77-4.73 (dd, 1 H, J - 1.8, 11.4 HZ, 
CISCl), 4.51-4.48 («, 2 H, ?fft C3-H, C5-H) , . 4 .34-4 .32 (a, 

1 H, CICH2CH), 4.15-4.11 (dd, IE, J » 3.4, 11.2 HZ, CICEH) , 
3.98-3.92 (dd, 1 H, J » 8.0, 11.1 Hz, ClCHK) , 3.77 (s, 3 H, 
COOCH3) , 3,63-3.59 (t, 2 H,. J - 6.6 Hz, OCH2) , 2.50-2.46 (t, 

2 H, J = 7.3 Hz, COCH2), 2.10 (s, 3 H, CH3CO) , 2.08 (s, 3 H, 
CH3CO), 1.94-1.90 (m, 2 H, CH2CH2CH2), 1,72 (B, 3 H, CH3CO) . 

1 2 



i^S2 000-511893 

-S-tKP^^rv'-l. 2->'tK 
2 3 1). 

T Y W - 2 3 1 Sr ^fig L . *| O B ( i|X ^ 3 6 S6 ) 

NMDR 

(Tth>-d^# ppn): 10.73 (S, l H, UH) , 9.27 (B, 1 H, Ar-OH), 
9.08 (s, 1 H, CONH), 8.27-7.20 (m, 9 H, Ar-H) , 4.84-4.80 (m, 

2 H, NCHj), 4.33-4.26 (Ul, 1 H, ClGHjCa) , 4^.09-4.05 (dd, 1 H, 
J " 3.6, 11.2 Hz, CICBH), 3.85-3.79 (dd, 1 H, J « 8.5, 

11.2 Hz, ClC^), 3.73-3.69 (t, 1 H, J = S.6, CB^Om . 3.66-3.61 
(q, 2 k, J - 5.9, 11.5 Hz, 062^), 2.51-2.47 (t, 2 H, 
J " 7.1, Hz, COCH2), 1.92-1-89 (a, 2 H, CHjCgijCaij) • 

^mm 9 

3 - [ [5 - [4 - (^^;i/2. 3. 4-hU-0-T-fe5^;p-l-7':t*->- 

b-T>-if)Ui7n^— h) y JU T S. / "i - lH-^>\i — }V-2' --fil/] fj 

Jl/jJ?-;)/] -1- (:i7DP^5^;|/) -5-th*D:^->-l, 2->JtHa-3H 

-^>X (e) 'r>K — ;P (YW-2 4 7) , 

2 9*ffltifcC:i£t^1>ttYW - 1 9 8JCOV»TlE«bfcOtrafil®#jt*ffll,> 

TYW-247*^lSL, jSfeWHflJ (iK^12%) Sr»fc. 

HMR (DMF-dg, ppm) l 11.56 (S, 
1 H, NH) , 10.5 (brs, 1 H, OH), 9.84 (s, 1 H, CONK), 8.25-7.23 
(m, 9 H, Ar-H), 5.99-5.98 (d, 1 H, J = 4.1 Hz, : Jfifc Cl-H) , 
5.22-5.20 (t, 1 H, J - 2.9 H«, ^ C2-H) , 5*15-5,13 (», 1 H, 
^ C4-H), 4.90-4.84 (t, 1 H, J - 8.6, NCSH) , 4.75-4.71 (dd, 
1 H, J - 1*1, 12.2 Hz, NCBQ), -4.51-4.48 (a, 2 H, , )^ C3-H, 
C5-H), 4.33-4.28 (», 1 H, ClCMjCH) , 4.14-4.10 (dd, 1 H, 
J = 2.6, 10.6 Hz, CIQSH), 3.96-3.91 (dd, 1 H, J - 7.8, 
10.9 Hz, C1CHH)« 3.77 (s, 3 H, COOCHj) , 3.63-3.59 (t, 2 H, 
J = 6.9 Hz, OCHj), 2.50-2.46 (t, 2 H, J » 7.1 Hz, COCH2) , 2.10 
(S, 3 H, CH3CO) , 2.08 (S, 3 H, CH3CO), 1.96-1.90 (m, 2 H, 
CH2C5i2CH2), 1,72 (s, 3 H, CHjCO) • 

mmm i o 

3 - C [5 - [ [5 - [4 - (hHD^->) •:f^ JIT ^ y\ - lH--f>H-JU 

-2--fji/*;i/3j?-;p] T s. y 1 - iH--f>l< — ;i/-2-'f;i/] j&;i/3i^ ] 



• 



( 57 ) 

D-3H-^>X [e] <>F-;i/ (YW- 



» 

^ ^ 4#«2 0 0 0-5 1 1 8 9 3 

3 - [ [ 5 - [ [ 5 - [ [ 5 - [ 4 - ( y 5^ 2 " 4 - h V - O - Y ± ji 

-2-^;^;^J;^;J^-;^] - lH-1'>^•-;^-2-'r;^*;^7|^-;^] y 

5-th-p*->-l. 2-e;tKD-3H-^>X [e] ^'>K-;i. (YW-2 
5 8). 

4 0*ffl(,.fec:i:Jj;^1.ttYW-19 8{C-:3t.T|S«Lfc©<i:|^«O^^4S^V, 
TYW-2 5 8*^fiRL, ||fe©H«: (iR^8Sg) 

HH> . *H NMR (DMP-dg, ppm) t 11.66 (s, 1 H, 

^ ' ^ H, NH), 11.56 CS, 1 H, NH), 10.56 (brs, 1 h/ 

CONH), 8.37-7.29 (m, 17 H, Ar-H) 5.99-5.98 (d, 1 B 
J « 4.4 Hz, Tfl • Cl-H), 5.22-5.20 (t, 1 H, J - 3 1 

3.93 (dd, 1 S. J - 8.0, 11. J BZ, Clcaai. 3.r> Is s a 
^CH ) , 3.63-3.59 2 H, . - 6.7 H^, ^ ^^^^ ^' 

^b'9r-;^&Hl5; J, 2.50-2.46 (t, 2 H, J HzVo^i!)' 2 11 • 

3 H, CH3CO,, 2.08 (s, 3 H, CH3dO), 1.95-1.91 (», 2 H, 

CHzCHaOia),. 1,73 (s, 3 h, CH3C0) . ^ * ^ h, 

i^ig^j 1 3 

3 - [ [5 - [ [5 - [ [5 - [4 - (tKP^.->) Zr^)l7^ y:i - lu-^ 
> 2 T5y] - 1 H-^ > 2 

g^;i^)-5-th'p:^.->-l. 2-i?tKP-3H-^>X[e]-l'>H-;l.( 
Y W- 2 5 9 ) , 

PMF {2mL) ^,oYW-258 (6. 5mg.. 0. 006inmol) <D m 

sK*Jtft*m (0. 2 5mL) -^mm I. fzmmx.^ )\.(Dmm-cmmv . mm-^ 3 

#|YW-258 (4. 2mg, 9 1%) SllcfeOH#:<»:LT»fc, 



( 60 ) 000-511893 

NMR (DHF«^e, ppn) 11.77 
(s, 1 H, MH), 11.67 (8, I H, NH) , 11.62 (S, I H, KH) , 10.54 
(S, I Hr Ar-OH), 10.31 (S, X H, COHH) , 10.23 (s, 1 H, CONH) , 
9.82 (s, 1 H, COHH), 8.40-7.29 (m, 16 H, Ar-H) , 6.54 (S, 1 H, 
Ar-H), 4.93-4.87 (t, 1 H, J = 8.5 Hz, NCBH) , 4.77-4.74 (dd, 
1 H, a - 1.6, 11.1 Hz, KCHii}# 4.S6-4.S3 (t, 1 H, J - 4.9 Ha, 
CHaOfl), 4.36-4.32 (m, 1 H, CICH2CB) , 4.15-4.11 (dd, 1 H, 
J = 3.5, ll.l R8, CIC^), 3.98-3.93 (dd, 1 H, J " 7.9, 
11.2 Hz, CXCI^, 3.63-3-S7 <q, 2 H, J -* 6.1, 11.4 Hz, C^OH) , 
2.51-2.47 (t, 2 H. J - 7.5 Hs, COCH,} , 1.91-1.87 (m, 2 H, 
CB2CB2CB2) • 



mmm i 4 

3-.[ (5-75y-lH-'f>H — ;|/-2' - -i JV) tl JU^ — Jl] -1- 
nD;)t5^;P) - 5- tHn:^rv'-l. 2->'tKP-3H-'^>X [e] 'f>F 
— Jl/(YW-242). 

5-nND-f>H — ;i/-2-*;i/7j?>gsx^;i/ (Eas tman Chemi 
c a 1 Co. ) (NaOH) DnzKii-»LAc^. HCl Sffi^iTtfftlU 

T#fc5-nhP'f>h«-;i/-2-*;i/5j«>ffi(18ing> 8 7mmol) *4 

itcig^bfc, SJt;jl-&4*<£ — i!fe^S-c«t«ib. »gfx5^;uiti5 0%O'\=Mt> 



;^«^-V7d7^'ijHf — ->3>-r-5^:t;fe<, ^#*dmf (o. 5mL) izmm 

S-e-fc. »KX^;i. (5mL) t:ZL<Dmmizm^. :^ViT. 10?6OPd/C ( 

lomg) ^m^, K}t^m^m^i^mo:>mmmmx'imm:^mit\^rz. 

^ifiiiL. mm^r - ^ ^ ^ / - )V (2 OmL) T^ti^Lfc. KSTT^<««r^ 
Sb. X-7^;i/*JHlAfc. H^^SrffliS^feJcZ^iSfeJ^L'. YW-2 4 2 (1 3mg, 
lR^44%) ^nit, mp>3 0 0*C. 

% MMR (DMr-d7, ppa)r 11.16 (brs, 1, NH), 
.10.46 (s, 1, OH), 8.24-6.81 (m, 9, Ar-H) , 4.84-4.79 (dd, 1, 
J = 9.3, 11. iz, mjH), 4.71-4.67 (a, 3, NCHH, NHj) , 4.31-4.21 
(», 1, CHaClCaCHaN) , 4.18-4.12 (dd, 1, J « 1.0, 18. 7z, ClCgH) , 
3.93-3.88 (dd, 1, J » 7.9, 11. 2Z, CICHE) • 



^ ^ , 4#«2 0 0 0-5 1 1 8 <9 3 



1 5 



3 - [ [5 - (lf^^>-T5y) - lH-^>K-;U-2' 

X[e]'r>K — ;i/(YW-235), 

N-bHn^->Xir->>^5Ktf^5^> (5. 2mg. 15. 3mmol) ^ 

DMF(0. 2mL)tt,OYW-242 (2mg, 5. ImmoMo^S^fcjto 

^J«^JlfflSST4 8I^M«#Lfc. »i^X5-;Pi5<i;ac^^/-ji, (4/1 

> v/v) t^TSSIIgi^ D^? h 7 -J§ai J: 0 ^fi!t«ii^!ff i! L , Kfe© 

ibTYW-235 (1. 5mg. 48%) 



*H NKR (DMP-d7, Ppm) s XI. S6 (brs, 1 H, 
MH), 10.55 (s, 1 H, OH), 9.91 (8, 1 H, »H) , 8.25-7.21 (n, 9 H, 
Ar-H), 6.32 (a, 1 H, tT/ff-iKim), 6.24 (s, 1 H', t";r-^>HH), 
4.90-4.85 <t, 1 J - 11. 0 Hz, IlfiP) , 4.74-4.70 (dd, 1 H, 
jr = 2.0, 11.0 Hz, Mlffl), 4. 49-4. 45 (m, 1 H, blotin H) , 
4.32-4.28 (m, 2 H, ClCHjqHCHa, blotin H), 4.14-4.10 (dd, 1 H, 
J - 3.6, 11.1 H2, CHHCl), 3.96-3.91 (dd, 1 H, J » 7.8, 

11.1 Ha, CHttci), 3.20-3.27 (m, 1 H, <:r.t-^> h) , 2.45-2.41 (t, 

2 H, J » 7.7 HZ, COCH2), (a, 6 H, CO(CH2)3) . 

■l:7rP5^>-YW-242 ^DH^y^/ (YW-285) , 

DMF (0. 3m L) 4»OYW-242 (9mg) ^^^tlTV^^^ffi ( 

010, Rodriguese,, Cancer Res. 1995, 55:63 
) {'tieoT^fiJtUfct->^5-;i.-7b - (2 - (^X>-2-'f;P)T-b:hT5 

K) - 3- [ [ t4--hn7xy:^->) - 3- 

-b:-7xA-4-*;i.7P^->I/-hl-7.;i,:ij^^->pt (15mg) TjiaaL, SlJ; 
S^^^ ^^SiaT-Bfe^l^i L fc. » K i 5^ ;P J: DC 'S -y- > (3/1, v/v) * 
i§W«tLT^V^T, »IK 5^ □ V h ^7 7 ^' - J: 0 ig^ig^^iWS 1 2 m g 
5mgO^#0^fi!c#(S-DMF (0. 2mL) *3=fclXi.-/7DD 
^^'> (ImL) iC^^b, ^ViThU7;i.^Df^^ (ImL) ^jB^fc. S 



^ (62) iRF«2 0 0 0-5 1 1 8 9 3 

. X — 7^ jtL, YW-285 (3. 7mg) 

*H »MR (OKF-47, ppa) ; 11.63 (a, 
l.H), 11,56 (s,' 1 H), 11.50 (brs, 1 H), 8.28-6.23 (m, 1 H) , 
8.17-8.12 (n, 1 H), 8.07-8.01 (m, IH, i-J.*lt} b'=f [z,P\-b^ 

ffffy), 7.94-7.91 (d, 1 H, J - 8.5 Ha) > 7.58-7.52 <m, 2 H) , 
7.46-7.38 (a, 3 H) , 7.24 (S, 1 H) , 7.05-6.-99- (»/ 2 H) , 
6.07-6.03 (dd,. 1 H, J •= 4.8, 9.0 Hz), 5.40-5.37 (d, 1 H, 
J » 13.2 Hz), 5.08-5.06 (d, 1 H, J « 4.4 Hs) , 4.90-4.0 (m, 
1 H), 4.74-4.70 (d, 1 H, J - 13 Hz), 4.35-4.27 (m, 1 H) , 
4.19-3.75 (n, 6 H). 

^^mm-i 7- - = ^- 

1, 2. 9. 9a-2 - [ [5 - [ (lH-'<>V7^>-2--r;U;t?;|/5R-;P 
) 75/] - lH-'f>F — ;i'-2-l';i'] -n )Vit^~)V^ 7-Y=7\iYu'^i;uy 
u n [c] -^>X [e] 'r>H — ;i'-4-::t> (YW-2 1 1) . 

YW-199 (lOmg) *DMF (0. 5mL) :feJ;yfhUX5^;i/T5> ( 
0. 5mL) \zmm\^ . * (0. 5mL) *3j;tXT-feNxhU;P (0. 5mL) 

U. ^l^m^i^-^^^\^1t. x-5^;PSrJP;^, H#:&jBiau. X-5^;|/-C«fet^b 
.YW-211(7mg)Sr^fc. 

*H MMR (DMSO-d6, ppU) : 11.71 (S, 1 H, 
I1H),10.32 (8, 1 H, KH), 8.21-6:88 (a, 14 H, Ar-H) , 4.66-4.62 
<dd, 1 H, J B 4.6, 10. b Hz, HBH), 4.52-4.49 (d, 1 H, 
J - 10.2 Hz, llHB)r 3.05-2.95 (B, 1 H) , 1.79-1.75 (dd, IH, 
a - 4.4, 7.9 Hz), 1.72-1.70 (t, IH, 3 = 4.8 HZ) . 



umm 18 

1. 2. 9. 9a-2-[5 - [ [5 - (T-bhTS/) - lH-'^>Vr'^> 

- 2 - < ^i' * ji- 3i? X ;i/ ] T 5 y ] - 1 H - -f > H - 2 - -f ] * ;i/ x ;p ] ] 
5^h5tKov'i'D:/a/i tc] - ^> ,X [e] 'f>K — ;u-4-;i-> (yw- 
2 13). 

YW-2 0 lS:fflt»itC:ta^1-ttYW-2 1 l»rotiTfSi^L.fc®tmfi|(D^ 
^*ffltiTYW-2 13&^^b, 0C6©@*|E (IR^8 5%) ^^^t. 



^ ®3 ^ #S 2 0 0 0 - 5 1 1 8 19 3 

*H HMR (I»!SO>d^rPPm) : 11.77 (s, 1 H, 
NH), 11.45 (B., 1 B, NH)rl0.28 (S, 1 H, KH) , 8.21<-6.96 (m, 
13 B, Ar-B), 4.66-4.61 (dd, 1 J » 4.6, 10.0 Br, ftm) , 
4.'52-4.49 (d, 1 B, J = 10.3 Hz, NHE) / 3.05-2.95 (l&r 1 B) , 2.08 
(S, 3 H), 1.77-1.73 (dd, IB, J « 4.4, 7.9 Hz), 1.72-1.70 (t, 
IH, J » 4.8 BZ) . 



1 9 

3 - [ (4-T^y-i-:A^)U]dn-)i-2-^)l,) j&Jl/j}^-;!.] - i- (-^ 
aa - 5- tHP^-->-i. 2-5?tHD-3H-'<>X[e]-f>H 

-;i'(YW-284), 

1 - ^^Jl^- 5 - ^ h n ifo-;w- 2 - ti >m^ m ^^fz :i tW^tt. YW 

-1 98tCOViTBa«bfcOi|5«(Z)^&^ffi|,iXYW-286 (JR*85%) 
Sr^fiKLfe, YW-286 (20mg) *DMF (0. 5mL) tzmMLfz. » 
i|xg^;P (5mL) *}gF«fCJn;t, J*CliT10%CDPd/'C (lOmg) ^Jp;^ 

(2 0mL) TSfe^Lfe, *lST-e^j«^|^*Lx-7-;i.S:JO 
Afe, H#:S:fflji*3j;aC«feitb> YW-2 8 4 (1 5mg) 

NMR {DMSO-d6, ppa) : 10.26 (8, 1 B, OB), 8.10-6.17 (a, 7 B, 
Ar-B), 4.51-4.41 (dd, 1 B, J - 8.5, 11.6 Bz, BgB) , 4.33-4.30 
(d, I B, J = 9.9 Bz, NCIS), 4.02-3.93 (m, 3 B, CBaClCaCBjjM, 
Cl<^), 3.76-3.65 (m, .4 B, CICHH/ CH3) . 

mmm 2 0 

3 - [ (4-7±hT^y-l-:<^juifa-)l-2-^}V) ij )l - ji ] -1 
- (i7 aa - 5- ^iia:^->-i, 2->.-tKD-3H-^>X[e] 

'l'>K-;i'(YW-161). 

5-7±h7^y - 1 - ^5^;HfD-;i,-2-*;i.jp>K$ffiv. 
YW - 1 9 8(COViT|E«LfcO<i:I^^O#^*ffit,iTYW - 1 6 1 ,(JK*2 5 

% ) ^ ^ file b o 



^ (64) 4#«2 0 0 0 - 5 1 1 8 9 3 

NHR^^IF-d7, ppn) : 10.49 {B, 1 OH), 9.88 (S, 
1 H, NH), 8.23-6.64 (a, 7 H, Ar-B) , 4. 58-4. 52 (dd, 1 H, 
J » 8.5, 11.6 H2, MHH) # 4.47-4.30 (d, 1 H, J = 9.9 HZ, NCRH) > 
4.15-4.03 (m, 3 H, CHaCiqaCHaN, ClCgH), 3.88-3.80 (a, 4 H, 
CIC^, CH3) , 2.04 (8, 3 H, COCH3) . 

mmm 2 1 

3 - (4 - Zf^JlT S. H - 1 - :^ '^JV - 2 - tfD — ;l/Ti^ U u )V :fi )V a^ — )V) 
-1- (i^DD;<5^;i/) - 5- kKD:^->-l. 2-vt:KP-3H-^>X [ 
e]-r>H — ;l'<YW-222). 

" 4 - 5^ ;i> 7 5 K - n - ^ ^ )i — 2 - tf a - T g ^ m !^ tt 

. YW - 1 9 8{roViTfE«Ljt:CDt|^<t0^fe$ffll,»TYW-2 2 2 (iR^2 

0 %) Sr^fiK Lfc. 

MHR (iaiF-d7, ppm}: 10.46 (s, 1 H, OH) , 9.77 (s, 
IE, MH), 8.22-6.81 (a, 9 H, Ar-H, CH-CH) , 4.54-4.51 (a, 2 H, 
NCHj) , 4.28-4,20 (brs, 1 H, CH2CICHCH2H) , 4.10-4.06 (dd, 1 H, 
J «- 3.4, 11.2 Hz, ClCffil)* 3.91-3.85 (dd, 1 H, J «= 8.6, 
11.1 Hz, Cicaa), 3.79 (S, 3 H, NGH3) . 2.31-2.27 (t, 2 H, 

J - 14.6 Hz, CHaCHaGHa)* 1.69-1.63 (a, 2 H, ca3ca2ca2), 

0.95-0.91 3 H, J » 14.6 Bs, CUSsCBsCB,) . 

*f«®ft^«b®v»<t3*^s, :» >mm\zmT ^ <Dmt&^m^ i,^T urn V 

fc. U9 37itlBia S ffl T , IC, 7 5/-b:-1'*96':7x;i/TJKV'ri7D^' 

-r^' — •yi^— h4'tC3a-C-fe';/h7'>>:7'L-;t. ±T (Dmm^ . RPMI-1 640 + 1 0 % F 
CSff fC 5 X 10' ilfflfig/'^ a: JUT jf ar -5 . ^4^J<£^inL, ^ L T ± # « SO. 2mL/':7 
x;P{C»SlEbfc. ^-f >^3.'^- -> 3 >^|ffltt, 48l^raTa& 0 , S^<JDZ4RfHO 

/I * — K Matrix 963:^'i'>:5' — T'fUSiLfc, *«ian>hP-;KC 



^^5) 0 0 0-5 1 1 8.^3 



YW-24Z-^ y i7 a - i- jiifii^fl^^^ai 
Ul^. 'y7.)Vy^ Kfe^tt. ^(Om^^mrcV. ^ L TYW-242* J: OtllAb 3A5^ 

a r « & * ffi ffl $ n s (0 1 1 ) . 

a). Mab©5^^-;Mt. Mab 3A5*, ^ ft $ n ^ « U ^ T » L (L i 
5> Acta Pharmaceutica Sinica 1993, 28 : 260). ^ / - ;u (50 m L) tfCDS-C 
2-e'J 5?;i.>?5-^)yp >®N-h Kn=^->Xi7->><5 Kxxv^;i. (SPDP. 0 
.152mg) PBS(2mL).f©Mab 3A5 (2mg) tc ^ L , ^ L T S S * . SO^J-M 

(50MLOPBS^0.45mg) T 1 54MB 4 t: T «l S L . ;j- - ;WtMab ^ . ;p ffl ig 
:;^avh5/'^:7-<' — (Sephadex-G 25) C ^ 0 ^J- «| b . 

b) . YW-2420 5-^-;i,ft. YW-242 (83/z L ©DMF^^O. 5mg)^. SPDP (5.3mg. 1 

YW-242 t^ffi. 0. 263mLOXiS.y-;P4,) {c ^ ip b . L T S *S ii ^ S3 
04^M37t:T'r> + ^-<-hLfc.*fit«,SSS;*S:««8!!;S:LJc^fflLfc. 

c) . MAbiS J;at*i^©«^^. 5^:t-;i/fl:Yf-2 42 ^ , PBS ^ 05 :t - ;U fL Ma b 

S (lOOOmD ^-Z^ei^K (PBS* 2 I^W^tsSiftb^c) S *r L . Mab{C«g-&Lfe 

mmm24 

ffF:«f >HepG2ae]ig{c*f-r^YW-242-^ y D-:h;i, St oaBflg^WttW^ 

t MFF:«f >HepG2aeiig{C»LT'f > If h DTIS^Lfc. iBB Jig If Jt t? 
t^T®IC..ffi*'H^5-^>og{Da*{CJ:oTSl«Lfc. 1 0 % © ^ ^ S ft PCS 
^^^-rSO.lBiLCDDMEMl^tfepfO 4X10'P®HU:/^>^abfciagj,g^^ 95^^ 

'^-HLT. amigOj*«f pitit Lfc, 10/z L OPBS4'OlS«!lSr. 1I^M37'CT 



.a^ • (66) #S2 0 0 0 - 5 1 1 8 9 3 

-i > 3. ^— h V f^^^t&^W^ V . ^- b Tlfflja S'PBS (0. 2mL) T iJfe jt^ L . «r 
mumi^ (O.lmL) is ^Zf'H'^ S. > (lO^L) <fe ^ JD L . iffl IS * 37"C T — Bfe 
■-f>=^^n.'<-hU/::, mm^, h U y -> >EDTA-e 1 5^ W 37*0 T ^KL a U . 
5i7npt-f h (micromate) 1 96iR « S & ffl 1^ T iR * L . « 16 * It Sfc L . IC.. 

^feSilS^<4JMab-YW-242«. itt it © ^ #| YW-242 i 0 2. 5|g « 14 *t © V» . © M 

b ifffl lig « « « . ?-ffl$n^. ;5:-ff;^c ^ , Mabmi^i^-&flJtt, ffl ^ :i © « © 

7-;'-fe'f(c*jViTjSi»©^ifeJ;o fe«tt*«iftvi/{»^e-eabs. jine.©i|g*«,Ma 
b-is-!«!i IS «t iBB jia tcig ^ L , Lx.at.«i©Jii«> *««ffli&rt T» tb $ c t * ^ 

T;a:V>:ii)6«a«¥$ns. *%e8©«gHtt. ^■n«0A±E©lttW*#fi8bT-ett 
£;lT©^#©»*©|gfflS:#S@LT. C©J;5;*W*©l6H{c#^e)tl^ 
^fiiii»©^«gBB<i:tfe{C,*^$n-5. 

we. S^cttai)Ki^*t-^-©J;'5(C<l^{C^SnS©<h|ili;SSST. ^T©i6<J 
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